TAP CHi NGHIEN CU’U Y HOC

THWC TRANG SU’ DUNG THUOC CHONG VIEM
O’ BENH NHAN VIEM KHOP DANG THAP

DANG PIEU TRl THUOC SINH HOC
Pao Thi Yén', Bui Hai Binh' va Hoang Thi Hai Van?*
'Bénh vién Bach Mai

2Trwong Dai hoc Y Ha Noi

Nghién ctru duoc thue hién nhdm tim hiéu thuc trang st dung thubc chéng viém & bénh nhan viém khép
dang thap dang diéu tri thubc sinh hoc tai Trung td&m Co Xwong Khép, Bénh vién Bach Mai. Nghién ctru mé
té cét ngang gém 153 bénh nhan duoc chén doén viém khép dang thdp va dang diéu tri thubc sinh hoc tai
Trung tam Co Xuong Khép, Bénh vién Bach Mai trong khodng thoi gian tir thang 8/2019 dén 8/2022. Két
qua nghién ctru cho thdy c6 81% bénh nhén dung thubc chéng viém, trong dé6 nhém glucocorticoid (GC) ti
16 chiém 79%, con thubc chéng viém khéng steroid (Non-steroidal anti-inflamatory drugs - NSAIDs) la 21%.
Liéu GC chi yéu la liéu thép (twong duong < 8mg methylprednisolone/ ngay) chiém ti 1é t6i 97%, liéu thubc
duoc st dung nhiéu nhét la 4 mg chiém ti 1é 79,7%. V&i thubc NSAIDs, thubc tic ché chon loc COX-2 duoc
str dung nhiéu nhat véi ti 1é 65,3%, trong dé celecoxib chiém ti 1é nhiéu nhét véi ti 16 61,5%. Nhw vay da sé
bénh nhén dang diéu tri thuéc sinh hoc vén tiép tuc dung thubc chdng viém, véi ti 1é ding thuéc GC cao
hon NSAIDs. Bénh nhan diung GC chd yéu véi liéu thdp, NSAIDs chon loc COX-2 duoc dung nhiéu hon.

Tr khéa: Viém khép dang thap, thudc chéng viém, glucocorticoid, NSAIDs, thuéc sinh hoc.

I. DAT VAN PE

Viém khép dang thap (VKDT) 1a mét bénh
tw mién thwong gap.' Trén thé gi¢i, VKDT duwoc
wédc tinh anh hudng dén khodng 0,24 dén 1
phan trdm dan sb, trong do ty I&é méc va ty 1é
lwu hanh & ni» cao gap d6i nam gidi.2

Muc tiéu diéu tri VKDT la nhdm ngén nglra
ton thwong va cai thién chirc nang khép, trong
dé céc thubc chéng thap khop lam thay déi
bénh (disease modifying antirheumatic drug-
DMARD), dac biét la thudc sinh hoc cé vai trd
nhw thudc diéu tri dich, diéu tri co ban trong
VKDT.®

Cac thubc chéng viém bao gbm
glucocorticoids (GC) va thubc chéng viém khéng
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steroid (NSAIDs) mac du dwgc chirng minh la
khong thay ddi dworc tién trién cla bénh VKDT,
khéng lam dirng qué trinh hdy khép nhung van
dwoc st dung rong rai dac biét trong giai doan
bat dau diéu tri do cé tac dung sé&m kiém soat
dau va giam tinh trang khép viém khi cac thubc
DMARD chwa c6 tac dung trén bénh nhan.* Khi
bénh nhan cé dap (ng tbt véi cac thube sinh
hoc, khuyén cdo la can gidm liéu sau d6 ngirng
cac thudc chéng viém khi bénh da dwoc kiém
soat tét.5 Tuy nhién, trén thwc té, nhiéu bénh
nhan VKDT dang s dung thuéc sinh hoc du
da kiém soat dwoc bénh nhung van tiép tuc st
dung kéo dai cac thubc chéng viém theo chi
dinh cla bac sy hodc theo théi quen dan dén
tang cac nguy co tai bién, tac dung khéng mong
muén do thubc. Vi vay, ching tdi tién hanh dé
tai v&i hai muc tiéu: M6 ta thuc trang str dung
thuéc chéng viém & bénh nhan viém khép dang
thép dang diéu tri thubc sinh hoc tai trung tam
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Co Xwong Khép, Bénh vién Bach Mai va xac
dinh mét sé yéu té lién quan.
Il. DOl TUONG VA PHUONG PHAP
1. Péi twong

153 bénh nhan dwoc chan doan viém khop
dang th4p (m& ICD-10: M05, M06) dang diéu tri
thubc sinh hoc tai Trung tam Co Xwong Khép,
Bénh vién Bach Mai trong khoang thoi gian ti
thang 8/2019 dén 8/2022.

Tiéu chuén Iwa chon

Bénh nhan dwoc chan doan xac dinh VKDT
theo tiéu chudn Hoi thdp khép hoc Hoa Ky
(ACR) va Lién doan chdng th4p khép chau Au
(EULAR) 2010 ho&c ACR 1987; dang diéu trj it
nhét 1 thubc sinh hoc tai thei diém nghién ciru
va déng y tham gia nghién ctu.

Tiéu chuén loai troe

Bénh nhan khéng co6 kha néng giao tiép, tra
I&i cau hdi, mac cac bénh tam than.
2. Phwong phap

Thiét ké nghién ciru: Phuong phap nghién
lll. KET QUA

1. Pac diém déi twong nghién ctru

ctu mo ta cét ngang.

Phuwong thirc chon mau: |y mau thuan
tién. T4t ca cac bénh nhan VKDT dang diéu tri
thudc sinh hoc tai Trung tam Co Xwong Khép,
Bénh vién Bach Mai du tiéu chuan duoc 14y mot
l&n duy nhét vao nghién cru; nhivng bénh nhan
da lwa chon vao nghién cru thi nhivng lan diéu
tri tiép theo khéng dwoc lay lai vao nghién ctu.

Thoi gian thwe hién: tlr thang 8/2021 dén
thang 08/2022.

Dja diém nghién ciru: Trung tam Co
Xwong Khép, Bénh vién Bach Mai.

Xt Ii sé liéu: Chang t6i st dung phan mém
IBM IPSS statistics 20.0.

3. bao dirc nghién ctru

- Nghién ctu dwoc sw dong y cla Hoi dong
xét duyét d& cwong nghién clru trudng Pai hoc
Y Ha Noi.

- Nghién ctru cé sy ddng y tham gia clia lanh
dao Khoa Co xwong khép va lanh dao Bénh
vién Bach Mai va sw chap thuan tw nguyén cta
ddi twong nghién ctru.

Bang 1. Pic diém d6i twong nghién ctru (n = 153)

Dic diém n Ti 1& (%)
<40 12 7,8
N 40 - 59 56 36,6

Tudi

=260 85 55,6

x * SD (nam) 58,7+ 11,5

Nam 18 11,8
Gidi

N[V 135 88,2

Khoéng hoat dong 118 77,1
Murc d6 hoat déng bénh — 23 15.0
(DAS28) P ’

Trung binh 12 7,9

Co 141 92,2
csDMARD

Khéng 12 7,8
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Dic diém n Ti lé (%)
MTX 139 90
. HCQ 7 4

Loai thuoc csDMARD

LEF 1

SSA 12 7
Tién st thubc sinh hoc  Co 27 9,8
dwoc str dung truéc d6  Khéng 126 90,2

Tocilizumab 102 66,7
Thudc sinh hoc dang ~ Adalimumab 14 9,2
st dung Golimumab 31 20,3

Infliximab 6 3,9

Tudi trung binh ctia quan thé nghién ctru la
58,7 + 11,5, tudi tir 60 tré 1&n chiém nhiéu nhét
vGi 55,6% va giGi niv chiém da sb (88,2%). Tai
th&i diém nghién cvu, phan Ién cac bénh nhan
& trang thai bénh khong hoat déng (76,5%) hoac
hoat dong bénh nhe (15%). 92,2% bénh nhan
c6 st dung thubc chéng thap khép lam thay ddi
bénh kinh dién (conventional synthetic DMARD-
csDMARD) kém theo, trong do, methotrexate
(MTX) la thubc dwoc st dung cung nhiéu nhéat

v&i ti 1é 90,9%. 90,2% bénh nhan dang dung
thudc sinh hoc 1a thudc sinh hoc d4u tién. Trong
sb cac thubc sinh hoc dang dwoc st dung,
tocilizumab la thudc dwoc st dung nhiéu nhat
véi 66,7% trong tbng sé cac bénh nhan, cac
thudc con lai 1an lwot 1a cac thube trong nhém
thuéc trc ché TNF-a.

2. Thwe trang st dung thuéc chéng viém va
mot sé yéu té lién quan

Bang 2. Ti lé st dung thuéc chéng viém

Thuéc chéng viém n (%) Téng
Co 124 (81,0)
153
Khéng 29 (19,0)
 NSAIDs 26 (21,0)
Loai thudc 124
GC 98 (79,0)

C6 81% bénh nhan dung thubc chdng viém, trong d6 GC ti I& chiém 79%, con NSAIDs la 21%.

Bang 3. Ti lé va liéu dung thudc chéng viém cua déi twong nghién ciru

Loai thuéc chdéng viém n (%) Liéu (mg/ngay)
Thuébc NSAID (n = 26)
e ché chon loc Etoricoxib 1(3,8) 60
COX-2 Celecoxib 16 (61,5) 200
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Loai thuéc chdng viém n (%) Liéu (mg/ngay)

Thudc NSAID (n = 26)

(Pc ché khong chon  Meloxicam 7 (26,9) 8,528
loc COX-2 Piroxicam 2(7,7) 20
Thuéc GC (n = 98) 46 3.2
Lidu thap (< 8mg) ‘ fng 78 (795) 42+12

Lidu khac 17 (17,5)
Liéu cao (> 8mg) 3(3) 18 + 12,1

Trong cac bénh nhan dung NSAIDs, thubc
&c ché chon loc COX-2 dwoc st dung nhiéu
hon véi ti 1& 65,3%, trong dd, celecoxib chiém ti
I& nhiéu nhat véi ti 1é 61,5%. V&i GC (tinh theo

methylprednisolon) chi yéu bénh nhan ding
lidu thAp chiém ti 1& t&i 97%. Liéu GC dwoc sl
dung nhiéu nhét 14 4 mg chiém ti1& 79,5%.

Bang 4. Méi lién quan giira mét s6 yéu té véi viéc st dung thuéc chéng viem.

Thuéc chéng viém

Cac yéu t6 anh hwéng p
Co Khéng
] Co 80 (64,5%) 13 (44,8%)
Bién dang khép ,025
Khong 44 (35,5%) 16 (55,2%)
Mrc d6 hoat dong Khéng hoat dong 93 (75,0%) 25 (86,2%) 0.220
(diém DAS28) Hoat dong bénh thap va trung binh 31 (25%) 4 (13,8%) ’

Bién dang khop 1a yéu té co lien quan dén viéc st dung thuéc chdng viém. Khong cé méi lién
quan gitra mirc dd hoat ddng bénh v&i co/khéng st dung thudc chdng viém.
Bang 5. Méi lién quan giira diém DAS 28 va thuéc chéng viém

Loai thuéc chéng viém

Diém DAS 28 SADS oc OR (95% KTC) p
<29 26 81 0,757
>2,9 0 17 (0.68-0,843) 0,022
Téng 26 98
O nhém bénh nhan c6 thang diém DAS28  |V. BAN LUAN

murc d6 hoat dong bénh > 2,9 cé 17/17 (100%)
bénh nhan st dung GC, trong khi d6 26/26
(100%) bénh nhan st dung NSAID cé mirc d6
hoat déng bénh DAS28 < 2,9.

Trong nghién ciru cla chang téi, tudi trung
binh clia quan thé nghién ctru la 58,7 va da sbé
bénh nhan trong nghién ctru la niv (88,2%). Két
qua nay twong tw véi két qua nghién ctru cta
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Clémentine Fortunet va céng sy nam 2015 &
nhém bénh nhan VKDT s dung tocilizumab
sau d6 giam lidu dan GC, tudi trung binh cla
nhém nghién ctru la 56,7, trong do, ti 1&é nir
chiém 80,8%.¢ Diéu nay ciing phu hop véi cac
tbng két trong y van la bénh VKDT gap chi yéu
& niv gioi, thwong khéi phat & Itra tudi trung
nién.

Nghién ctru ching t6i cat ngang thoi diém
bénh nhan dang dwoc diéu tri thubc sinh hoc,
vi vay phan I&6n bénh nhan trong nghién ctu
clia chung t6i cé mirc do6 hoat ddng hoat dong
thap (15,0 %) va khong hoat déng (77,1%), con
lai 7,9% bénh nhan c6 mirc d hoat dong trung
binh.

Ti & dung céc thubc DMARD kinh dién trong
luc dang dung thudc sinh hoc & nhém nghién
clru chiém ti 1& cao 92,2%, trong d6 MTX la
thudc dwoc str dung nhiéu nhat véi 139 (90,9%)
bénh nhan dung véi trung binh lidu 15,1 + 2,1
mg/tuan. Diéu nay phu hop véi cac hwéng dan
diéu tri trong d6 nhan manh sy phdi hop gitra
cac DMARD kinh dién dac biét la MTX véi cac
thudc sinh hoc vira lam tang hiéu qua diéu tri
bénh, vira c6 tac dung gidm sinh khang thé
khang thuéc sinh hoc.

Trong mét nghién clru vé sy gidm liéu GC
& bénh nhan VKDT dung thubc TNFi cGa Seror
va cdng sy nam, theo doi doc trén 110 bénh
nhan tai thoi diém ban dau c6 90 (81,8%) bénh
nhan st dung csDMARD di kém, cht yéu MTX
(chiém 69,7%), sau d6 thubc csDMARD duoc
giam hodc ngirng st dung, ddng thdi gidm dan
liéu GC trong khi van tiép tuc dung thuébc sinh
hoc.” Trong nghién clru clia chung tdi, thubc
sinh hoc dwoc dung nhiéu nhét Ia thubc tc ché
IL6 (tocilizumab v&i 67% bénh nhan dung, tiép
dén la cac thudc rc ché TNF-a: golimumab,
adalimumab va infliximab v&i ty 1& thap hon).
Két qua nay khac véi két qua nghién clru cla
Naonobu Sugiyama va cong sy nam 2016,

TAP CHi NGHIEN CU’U Y HOC

thubéc @c ché TNF-a dwoc wu tién Iwa chon
trudc véi 87%.8 Su khac biét nay co thé 1a do &
nwéc ta thude tre ché IL-6 ma cu thé 1a TCZ ¢é
chi phi sau bao hiém cho méi thang diéu tri thap
hon nén duwoc wu tién lwa chon triwdc mac du
céac khuyén cdo ctia EULAR 2019 va ACR 2021
khéng wu tién nhém nao hon.®

Lién quan dén viéc s dung thudc chdng
viém cé 124 (81%) trwdng hop st dung thudc
chéng viém, gdbm NSAIDs hodc GC (khéng co6
trwdng hop nao phdi hop hai nhém thudc nay),
con lai 29 (19%) bénh nhan khéng str dung. Cac
bénh nhan dung GC véi liéu trung binh 4,6 +
3,2 mg/ngay (quy ddi theo methylprednisolon).
Theo ACR 2015, véi lidu GC < 8 mg/ngay (tinh
theo methylprednisolon) dwoc coi la liéu thap,
da sb bénh nhan trong nghién ctru cla chiing
tdi st dung lidu nay trong do liéu GC duogc
dung nhiéu nhét Ia 4mg, chiém 79,7%; twong
tw nghién ctru cua Birlik va cong sy nam 2015
véi liéu trung binh GC 1a 3,3 + 3,5 mg/ngay.°

Vé thubc NSAIDs, chang t6i thay thubc Grc
ché chon loc COX-2 dwoc wu tién siv dung hon
so v&i thube tre ché khodng chon loc. Liéu thube
NSAIDs trong nghién ctru clia chung téi thwdng
la liéu nhd nhét clia thubc theo khuyén céo, chi
¢6 7 bénh nhan dung meloxicam véi liéu trung
binh 8,5 + 2,8 mg/ngay, cao hon muc liéu khu-
yén cao nhd nhét cda thudc nay la 7,5mg. Ng-
hién ctu ctia L& Xuan Ngoc ndm 2015, thubc
e ché chon loc COX-2 dwoc st dung nhiéu
nhét, twong tw nghién ctru ctia ching téi."

Trong thwc hanh |am sang thuwdng sé s
dung GC liéu cao hon khi mirc d6 hoat dong
bénh cao, sau dé gidm liéu GC va chuyén sang
dung NSAIDs khi mtrc d6 hoat ddng bénh giam
va ngirng hoan toan thudc chdng viém khi
dat dwoc muc tiéu diéu tri (lui bénh hoan toan
hoac murc d6 hoat déng bénh thép). Tuy nhién,
nghién cru clia ching t6i chi ra rang ti 1& bénh
nhan dung thuéc chéng viém van cao méc du
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bénh nhan da phan da dat muc tiéu diéu tri,
ddng thoi ti 1& dung GC nhiéu hon so véi dung
NSAIDs. Nguyén nhan ti 1&é dung thudc chbng
viém cao c6 thé do bénh nhan “quen” s dung
thudc chéng viém dé gidm dau, va “so” ngirng
thudc sé& dau lai. Con ti 1é dung GC cao hon so
v&i dung NSAIDs cé thé do trong thuc té viéc
st dung GC dem lai tac dung gidm dau chéng
viém thuwdng manh hon va nhanh hon so voi
NSAIDS, do d6 bac sy diéu tri cling nhw bénh
nhan c6 xu hwéng lwa chon lai thubc nay.

Viéc st dung thuéc chéng viém cé méi lién
quan dén sy bién dang khdp, sw khac biét co
y nghia théng ké véi p < 0,05 (Bang 4). Trong
nghién ctru clia chung t6i, ti 1&é bénh nhan dung
thudc chdng viém & nhém cé bién dang khép
chiém ti 1é 65%; bénh nhan c6 tinh trang hay
khép, bién dang khép c6 ti 1& dung thube chéng
viém cao hon nhirng bénh nhan khéng cé bién
dang khép. Nguyén nhan cé thé do trong qua
khtv tinh trang viém khép nhiéu dan dén hay
khé'p nhanh gay bién dang khép, thoai hoa thir
phat nén bénh nhan thuéng phai st dung nhiéu
thudc chéng viém va thubc gidm dau nhiéu hon
nguwdi khong cé bién dang khop. Khi da dé lai
di chrng thi du tinh trang swng, dau do viém
c6 gidm nhwng triéu chirng clrng khép va han
ché van déng van con dan dén bénh nhan cé
xu hwéng van tiép tuc st dung kéo dai thudc
chéng viém. Tinh trang nay rat hay xay ra &
bénh nhan khong tuan thi diéu tri kém theo thoi
gian m&c bénh lau nam.

Trong nghién clru cta chung t6i, nhém bénh
nhan & tinh trang khéng hoat dong bénh cé ti lé
dung thuéc chéng viém khong khac biét so véi
nhém bénh nhan cé mic d6 hoat déng bénh
thdp va trung binh (bang 4). Cu thé, van co
75% bénh nhan cé6 m&c d0 bénh khéng hoat
dong van tiép tuc st dung thudc chéng viém,
c6 sw khac biét so v&i khuyén céo ctia cac Hiép
hdéi Co xwong khép trén thé gisi: khi mire do

hoat dong bénh thép hoac khdéng hoat déng thi
gidm ho&c ngirng s dung thubc chdng viém.
Su khéc biét nay c6 thé giai thich véi tinh hinh
thwe té tai Viet Nam. Nhiéu bénh nhan khéng
tuan tha didu tri va tw mua thubc, tw diéu tri theo
don cii cGa bac si hay ra hiéu thuéc mua theo
hwéng dan cia dwoc si. Theo nghién ctru cla
Lé Xuan Ngoc nam 2015, c6 21% bénh nhan
tw mua theo don ci va 15% bénh nhan mua &
quay thubc khéng co6 don."

Trong s6 124 bénh nhan s& dung thubc
chéng viém, két qua nghién clru cho thay tat ca
bénh nhan cé diém DAS28 > 2,9 déu st dung
GC, con & nhém bénh nhan co diém DAS28 <
2,9 thi bénh nhan st dung GC hoac NSAIDs.
Tuy nhién, ca 100% bénh nhan str dung NSAIDs
déu thudc nhom cé DAS28 thap hon. Diéu nay
cho thay xu hwéng s&r dung GC & nhém bénh
nhan cé muc dé hoat déng bénh cao hon cling
nhw wu tién dung NSAIDs & nhém coé mirc do
hoat déng bénh thap hon.

V. KET LUAN

Da s6 (81%) bénh nhan dang diéu tri thubc
sinh hoc van tiép tuc dung thuéc chéng viém, ti
I&é dung thubc chbng viém GC 1a 79% cao hon
so vo&i ti 1€ dung NSAIDs la 21%, trong dé chu
yéu bénh nhan dung GC véi liéu thap (97%) va
nhém thuéc chdng viém (¢ ché chon loc COX-
2 thwong dwoc st dung nhiéu nhat (65,3%)
trong s6 bénh nhan dung NSAIDs. C6 75%
bénh nhan v&i murc dé bénh khéng hoat déng
van tiép tuc st dung thubc chéng viém. Bién
dang khép la yéu té cé lién quan dén s dung
thubc chdng viém. C6 xu hwéng st dung GC
& nhém bénh nhan c6 mrc dé hoat dong bénh
cao (DAS28 > 2,9) va dung NSAIDs & nhéom cé
murc dd hoat ddng bénh thap (DAS < 2,9).
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Summary
CURRENT STATUS OF USING ANTI - INFLAMMATORY
TREATMENT IN PATIENTS WITH RHEUMATOID ARTHRITIS
USING BIOLOGICAL DRUGS

This study aims to explore the presence of using anti-inflammatory drugs in patients with rheumatoid
arthritis using biological drugs at the Centre for Rheumatology, Bach Mai Hospital. The cross-sectional
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TAP CHi NGHIEN CPU Y HOC

descriptive study included 153 patients diagnosed with rheumatoid arthritis using biological drugs at
the Centre for Rheumatology, Bach Mai Hospital in the period from August 2019 to August 2022.
The results revealed that 81% of patients took anti-inflammatory drugs, of which glucocorticoid (GC)
accounts for 79%, and non-steroidal anti-inflamatory drugs (NSAIDs) were 21%. The dose of GC
calculated according to methylprednisolone was mainly low dose, accounting for 97%, the most used
dose was 4mg, accounting for 79.7%. With NSAIDs, the COX-2 inhibitors were used more at 65.3%,
celecoxib accounts for the highest proportion at 61.5%. This study showed that the majority of patients
using biologic therapy continued to take anti-inflammatory drugs, with a higher prevalence of GC than
NSAIDs. Patients receive GC mainly atlow doses. COX-2selective inhibitors are more commonly used.

Keywords: Rheumatoid arthritis, anti-inflammatory drugs, glucocorticoid, NSAIDs, biologic
agents.
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