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ban than minh (46,9%), triéu chiing dac trung
hay gdp nhat la khi sic tram (96,9%), triéu
ching phé bién hay gdp la gidam sit tinh tuw
trong, long tu tin (100%) va rGi loan gidc ngu
(90,6%).
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TINH TRANG PIEU TRI THUOC SINH HOC &' BENH NHAN VIEM COT
SONG DINH KHO'P TAI KHOA CO’' XUONG KHO'P BENH VIEN BACH MAI

Nguyén Ngoc Trung?, Nguyén Thi Nhu Hoa?, Bui Hai Binh?

TOM TAT

Muc tiéu: MO ta thuc trang st dung thudc sinh
hoc trong diéu tri viém cot s6ng dinh khdp tai khoa Ca
Xuong Khép- Bénh vién Bach Mai. Pdi tugng va
phuang phap: Nghién cuu mé ta cat ngang tién cuu
két hgp hoéi cliru trén 161 bénh nhan viém cot song
dinh khép (VCSDK) cé dung thudc sinh hoc tai dia
diém nghién ctu tor 01/2018 dén 7/2021. Két qua:
Thudc sinh hoc hay dugc chon dau tién Ia nhém thudc
thuéc nhém khang TNF-a (69,6%) va thu6c thudc
nhém khang IL-17 13 Secukinumab chiém 30,4%. Co
27,3% bénh nhan chuyén sang thudc sinh hoc khac
Ti Ie tuan tha diéu tri 1a 26,1%. Ly do hang dau cua
khong tuan tha diéu tri la: kinh t& (35,2%) va dap Ung
tot (31,8%), dai dich COVID-19 (17,6%); cla gian liéu
la dap ung t6t (66,3%), kinh t€ (12,8%), dai dich
Covid-19 (10,4%); cla du‘ng thudc phan I6n la do ly
do kinh té& chi€ém 50%, cac ly do khac: tac dung phu
(14,3%), dai dich Covid-19 (12,2%); va cla ddi thubc
la khong dap ung thr phat (34%), khong dap Ung
nguyen phat (24%) va tac dung phu cta thudc (20%).
Két luan: Thudc sinh hoc dugc uu tién diéu tri la cac
thudc thuéc nhém khang TNF-a. Ty 1& bénh nhan tuan
tht diéu tri con thap. Ly do khong tudn thu hang dau
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la kinh t€, ti€p dén la do sy dap (rng t6t trong qua
trinh diéu tri va anh hudng cla dai dich Covid-19. Cac
nguyén nhan: kinh té, anh hu’éng cla dai dich Covid-
19, hét thudc, tac dung phu va khdéng dap Ung vdi
thudc sinh hoc la nhiing ly do chinh kh|en cho bénh
nhan dai thudc hoac ngu’ng thuoc trong qua trinh diéu tri.

T khoa: viém cot sdng dinh khdp, thudc sinh
hoc, tuan tha diéu tri.

SUMMARY
CURRENT STATUS OF BIOLOGICAL
TREATMENT IN ANKYLOSING SPONDYLITIS
PATIENT AT THE DEPARTMENT OF
RHEUMATOLOGY — BACH MAI HOSPITAL

Objective: Describe the status of using biological
drugs in treatment of ankylosing spondylitis at the
Department of Rheumatology in Bach Mai Hospital.
Subjects and methods: A prospective cross-
sectional descriptive combined with retrospective
study on 161 ankylosing spondylitis patients who used
biological drugs at the study site from January 2018 to
July 2021. Results: The first choice biological drug
was belonging to tumour necrosis factor inhibitors
(TNFi) (69,6%) and another drug in the class of anti-
IL-17 was Secukinumab (30,4%). There was 27,3%
of patients switched to other biologic drugs. The
adherence rate was 26,1%. The leading reasons for
non-adherence were: economy (35,2%) and good
response (31,8%), the Covid-19 pandemic (17,6%); of
dose dilatation were good response (66,3%), economy
(12,8%), the Covid-19 pandemic (12,2%) and out of
drugs (1,6%); the causes of drug discontinuation were
largely due to economic reasons accounting for 50%
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and other reasons: Side effects (14,3%), the Covid-19
pandemic (12,2%) and the causes of changing
biological drugs were primary nonresponsive (24%)
secondary nonresponsive (34%) and side effects
(20%). Conclusion: biological drugs that were often
preferred for treatment belonging to TNFi. The rate of
treatment adherence was low, and the cause of non-
adherence was largely attributed to economy, followed
by a good drug response to treatment and the impact
of the Covid-19 pandemic. Economy, the impact of the
Covid-19 pandemic, drugs shortages and failure to
respond to biological drugs were the main reasons
why patients change or stop taking drugs during
treatment.

Keywords: Ankylosing
drugs, treatment adherence.

I. DAT VAN DE

VCSDK la bénh ly khdp viém hay gap nhat
trong nhdm bénh viém cbt song huyét thanh am
tinh. Bénh gap chd yéu & nam gidi tré tudi. Bénh
tién trién tham l&ng, dé bo sét va chan doan
nham khi bénh nhan dén kham hodc chin doan
muon khi da xuat hién nhiéu bién chirng cua
bénh nhu dinh va bién dang khdp lam bénh
nhan tan phé va anh hudng nhiéu dén chat
lugng cudc s6ng (1). NSAID va cac thudc chéng
thap khdp tac dung chdm kinh dién — nhém
DMARDs (Disease Modifing Anti Rheumatic
Drugs) it cd hi€u quéa trong viéc diéu tri. Su ra
ddi ctia nhédm thudc sinh hoc trong d6 c6 thudc
khang TNF-a va thubc khang IL-17 mang lai
nhiéu hy vong cho bénh nhan VCSDK (2). Nhiéu
nghién clu da ching té Igi ich to I16n ctia nhém
thu6c khang TNF-a va khang IL-17 trong viéc
kiém soat bé&nh va ngdn ngtra bién chiing trén
bénh nhén VCSDK (3). Tuy nhién do nhiéu yéu
to chl quan va khach quan viéc sif dung nhém
thuGc nay con gdp nhiéu khd khan tur viéc tiép
tuc st dung thudc, chuyén ddi thubc, hay ngiing
thubc. Muc dich cta nghién cltu nay nham mé ta
tinh trang s dung thudc sinh hoc trong diéu tri
viém cdt séng dinh khdp dé cd cai nhin tdng
quan hon vé diéu tri ndi khoa bdng thudc sinh
hoc dGi véi bénh ly nay.

Il. BOI TUQONG VA PHU'ONG PHAP NGHIEN CU'U

2.1. P6i tugng nghién ciru. Nghién ciu
dugc thuc hién trén 161 bénh nhan dugc chan
doan xac dinh VCSDK tai khoa Co Xuong Khdp
bénh vién Bach Mai tir thang 1/2018 dén thang
7/2021.

Tiéu chudn lua chon: Bénh nhan dugc
chan doan xac dinh VCSDK (ICD10: M45) theo
tiéu chudn ACR 1984 va bat dau diéu trj it nhat
mot thudc sinh hoc kéo dai tir 3 thang trd 1én tai
khoa Cdg Xudgng Khép bénh vién Bach Mai; va

spondylitis,  biological

ti€p tuc dugc theo doi qua trinh diéu tri cho dén
khi két thuc nghién ciu.

Bénh nhan dong y tham gia nghién clu.

Tiéu chudn loai trir: Bénh nhan khéng dong
y tham gia nghién c(u.

2.2. Phuong phap nghién ciru. Nghién
cllu mo ta cdt ngang ti€én ciu két hgp hdi clu.
HGi clru ho sa bénh an két hgp phong van bénh
nhan nham xac dinh: thdng tin chung cta bénh
nhan, giai doan bénh, thdi gian mac, cac loai
thuSc két hap, ngling thudc, ddi thudc, gian liéu,
tuan tha, khong tuan thu diéu tri va nguyén nhan.

Bé&nh nhan du tiéu chudn tién cfu sé dugc
héi bénh, thdm kham I14m sang, theo ddi diéu tri
khi vao diéu tri ndi trd tai bénh vién Bach Mai.
S dung thang do BASDAI nham danh gid mic
do hoat dong clia bénh. Nghién clu vién sé
ch&m diém BASDAI cho tirng bénh nhan.

Mot s6 khai niém: Dap (ng tot/khéng dap
Ung: Bénh nhan tra I3i la dG/khéng dd khi dugc
hoi vé nguyén nhan khong tuan thu diéu tri,
nguyén nhan gian liéu, gidam liéu, dirng thudc,
doi thudc.

Kinh t&: Bénh khdng du kha ndng kinh té dé
ti€p tuc dung bDMARD dung theo y Iénh

Tuan tha diéu tri: Lugt tuan tha diéu tri 1a
lugt ma bénh nhan dung thudc theo chi dinh cla
bac sy, bénh nhan tuan thu diéu tri khi c6 >280%
luat 1a lugt tudn tha.

Lugt gidn liéu: Khoang cach vdi lugt diéu tri
trudc doé dai han khuyén cdo.

Lugt dirng thuGc: Khoang cach vdi lugt diéu
tri trudc dé dai hon 3 [an khuyén cdo.

Lugt d6i thubc: Dung thubc khac lugt trudc
do va khong phai la dirng thudc

2.3. Phuong phap phan tich thong keé.
Thong ké mo ta, bao gobm gia tri trung binh, do
léch chudn, min - max, tan s6, ty I& phan trdm
cho cac bién s6 nghién clru. Tat ca cac so liéu
thdng ké dugc phan tich bang phan mém SPSS 20.
Ill. KET QUA NGHIEN cU'U

3.1 Péc diém chung ciia nhém nghién ciru

Bang 1. Dac diém chung cua nhom
nghién cuu (n=161)

< a Tanso | Tylé
Pac diem (n) (},’/o)-
Tubi trung binh (¥ + SD) 31,117:I:mla1)2.67(r1r)||n:
I Nam 139 86,3
Gidi tinh NT 2 13.7
Thdi gian mac bénh 7,6 £ 6,6 (min: 1,
(ndm) (¥ £ SD) max: 35)
Diém BASDAI trung binh
(%  SD) 41+ 1,4
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Mitc do hoat | PR 491 | 689
dong bénh Bénﬁ
theo thang A
khong 50 31,1
BASDAL ™ | |\ ‘ot dbng

3.2. Thuc trang sir dung thuoc sinh hoc
cua nhom nghién ciru

Ty 18 bénh nhan

Két thuc nam 1 Két thic nam 2 Két thuc nam 3
3 bDMARD

BN Tiép tuc diéu trj

s 1 bDMARD 2 bDMARD

77777 4 bDMARD Dirng thudc

Biéu db 1. Ty Ié su’ dung thudc cua bénh
nhan diéu tri tai Khoa Co xuong khdp
(n=161)

Nhén xét: Nghién c(tu trén téng s6 161 bénh
nhan cho thdy: Ty Ié bénh nhan ti€p tuc diéu tri
giam dan qua tirng nam, sau nam dau tién ty 1é
ti€p tuc diéu tri thudc sinh hoc la 77%, trong do
nhém bénh nhan ti€p tuc diéu tri thudc sinh hoc
dau tién va chuyén thudc sinh hoc th 2 [an lugt

Badng 2. Pac diém su’ dung thuéc sinh hoc cia nhém nghién ciu (n=161)

la 64% va 13%. Tai thdi diém k&t thic ndm th
3 ty |1& bénh nhan duy tri thu6c sinh hoc chi con
39,1%. Trong dé ty 1€ bénh nhan duy tri thudc
sinh hoc dau tién la 26,1%, bénh nhan chuyén
sang thudc sinh hoc thr 2 chiém 11.2%, va
chuyén thudc sinh hoc th 3 va th( 4 [an luct la
0,6% va 1,2% (2 ca).

Dismg thude
)

Infliximab
72

5
Chuasirdung thucc sinh hoo
161 //
/

\\\

Infiiximab,
2

,

pesimemss A\ 2
2 %

Golimumab,
o | Solimumab y

Biéu db 2. Qué trinhsu’ dung thuéc sinh hoc
cua bénh nhan diéu tri tai Khoa Co Xuong
khop - Bénh vién Bach Mai (n=161)

Nhén xét: Bi€u dd 2 md ta qua trinh sir
dung thubc sinh hoc clia 161 bénh nhéan: ty I€
bénh nhan d6i thudc 1an 1 la 27,3% va tai thdi
diém do6 19,3% bénh nhan ditng st dung thuéc
sinh hoc. C6 2,5% d6i thudc 1an ddi thudc th 2
va ty |é bénh nhan dirng thudc tang lén 49,1%.

Pac diém

Thudc khang TNF-%
(Infliximab, Golimumab,
Adalimumab, Etanercept)

Thudc khang IL-17
(Secukinumab)

Thdi gian diéu tri trung binh (tuan)

72,8 £ 47,5 (n=117)

59,7 39,3 (n=73)

Ty |é thubc bat dau sir dung (%, n=161) 69,6% 30,4%
Ty I€ bénh nhan doi thudc lan 1(%, n=44) 61,4% 38,6%
Ty |1& bénh nhan ddi thudc [an 2(%, n=4) 50% 50%

Cb 69,6% (112) bénh nhan lua chon thudc (c ché TNF la thuGc khdi dau, 30,4% (49) lua chon

thudc khang IL-17. 44 (27,3%) bénh nhan chuyén sang thudc sinh hoc thir 2 (27 (61,4%) chuyén
sang nhdm khang TNF, 17 (38,6%) chuyén sang nhom khang II-17). Va 4 (2,4%) chuyén thudc sinh
hoc thtt 3, nhdm TNF va khang IL-17 déu chiém ty |1&é 50%.

A

3000

1958
2000
1000 I 42 261119
0 —
tuan thu khéng tuan
tha

Tinh trang tudn thad diéu tri

B Tinh trang st dung thuéc
1500 1330
1000 741
500
0 [ | —
binh  gidnlitu dung ddithube
thuwong thuéc

Biéu dé 3. Tinh trang tuédn thu diéu tri cua nhém nghién ciu (n=120)
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Nhan xét: Trong 2219 lugt kham cd 1958 (88,2%) lugt kham tuan thu va 741 (33,4%) luct gian
litu, 98 (4,4%) lugt dirng thudc, 50 (2,2%) lugt ddi thudc. Trong khi d6 chi cd 42 (26,1%) bénh
nhan tuan thu diéu tri, 119 (73,9%) bénh nhan khong tuan tha.

A Ly do khéng tudn thd (n=261)
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B Ly do gidnliéu (n=741)
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Biéu do 4. Nguyén nhan cua tinh trangkhdng tuan thu diéu tri, gian liéu, doéi thudc, dirng
thuéc cua nhom nghién ciu

Nh3n xét: Nguyén nhan chinh khién bénh
nhan khong tuan thu tai cac lugt diéu tri, ly do
kinh té chiém ty I€ cao nhat vdi ty I1é 92 (35,2%),
ti€p dén dap Ung tot chiém 83 (31,8%) va anh
hudng dai dich Covid-19 chiém 46 (17,6%). Cac
ly do gian liéu chinh la dap (rng t6t 492 (66,3%),
kinh t& 95 (12,8%), dai dich Covid-19 I3
77(10,4%), cac ly do khac nhu hét thubc va tac
dung phu lan lugt 1a 4,6% va 3%. Ly do chinh
bénh nhan diing thudc kinh t€ 49 (50%), tac
dung phu 14(14,3%) va dai dich Covid-19
12(12,2%), cac Iy do khac chiém 23,3%. Ly do
bénh nhan ddi thuéc khdng dap (ng th( phat
17(34%), khong dap (ng nguyén phat 12(24%),
tac dung phu 10(20%), cac ly do con lai 11(22%).

IV. BAN LUAN
Khi bdt dau diéu tri bang bDMARDSs, phan I6n
bénh nhan cé mic do hoat dong bénh cao

(68,9%) va BASDAI trung binh 4,1+1,4. Két qua
nay thdp hdon so vGi nghién clfu cla Bente
Glintborg va cong su BASDAI 5,6(4,3-6,9) (4).
biéu nay cho thady chi dinh diéu tri bDMARDs tai
bénh vién Bach Mai s6m han, nguyén nhan co
thé 1a do thuSc bDMARDs mdi xudt hién tai Viét
Nam va tam ly bénh nhan mudn dudc diéu tri
sém han.

Két qua nghién clru cla ching t6i bDMARDs
dugc uu tién lua chon la thu6c khang TNF so véi
khdng IL-17 (112 (69,6%) so Vv&i 49 (30,4%).
Két qua nay cling pht hgp theo khuyén cao cua
ASAS/EULAR n3m 2019. O lugt chuyén thubc
sinh hoc dau tién bDMARDs uu tién lua chon la
mot thudc khang TNF khac 27 (61,4%) so Vdi
khang IL-17 1417 (38,6%). Thdi gian diéu tri
trung binh cla nhom thuéc khang TNF so vGi
khang IL-17 lan lugt la 72,8 + 47,5 tuan so VGi
59,7 %+ 39,3 tuan. Theo két qua nghién cliu cla
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Micheroli R va cong su cong bé nam 2020 tai
Thuy Sy thi hiéu qua diéu tri cta thudc khang IL-
17 va cla thudc khang TNF la tugng duong trén
nhom bénh nhan da that bai véi 1 thudc khang
TNF dau tién (2)(6). Ty I€ lua chon thudc khang
TNF va thdi gian diéu tri kéo dai han nhom thubc
diéu tri khang IL-17, diéu nay co thé ly giai la do
thuéc khang TNF ra ddi trudc va dudgc diéu tri
sém haon.

Sau 3 nam ty Ié bénh nhéan ti€p tuc thudc
sinh hoc giam dan tuong 'ng nam th{ nhat va
nam th ba la 77% so véi 39,1%. Ty |é bénh
nhan duy tri thudc sinh hoc dau tién tuong (ng
sau 1 nam va sau 3 ndm la 64% va 26,1%. Két
qua nghién clru thap hon nhiéu so vdi cua
Lindstrom va cOng su (sau 1 nam 74% va sau 5
nam 13 46%). Ty Ié bénh nhan chuyén sang
thuéc ther 2 sau 1 ndm va 3 nam [an lugt la
27,3% va 11,2% (3)(5). Ty I& nay cao hon nhiéu
so Vdi Lindstrom tugng (ng la sau 1 nam 12%
va sau 5 ndm 8%. Su chénh léch cé thé dén tur
nguyén nhan tir chi phi thuSc do bao hiém thanh
toan, cling nhu anh hudng bdi dai dich Covid-19.

Ly do gidn liéu chi yéu la dap Ung tot 492
(66,4%), ti€p dén do kinh t€, va do dai dich
Covid-19 [an Iugt 12 95 (12,8%), 77 (10,4%).

Ly do ngurng thudc chu yéu la do kinh t€ 49
(50%), tac dung phu 14 (14,3%) va dai dich
Covid-19 12(12,2%), cac Iy do khac chiém
23,3%. Khac so vdi két qua clia Pavelka va cong
su' chd yéu dirng la do dap Ung kém va khong
dap Ung thr phat (lan lugt cha infliximab
(26,5%/20.4%) adalimumab  (37,5%/12,5%)
etanercept (30,4%/30,4%) (1). Su khac biét nay
cé thé 1a do thu nhap clia bénh nhan thap trong
khi giad thuSc lai qua cao, va bao hiém y t& chi
chi trd mét phan chi phi. Do dé bénh nhan khong
c6 kha ndng diéu tri trong thdi gian dai.

Ly do bénh nhan ddi thudc khéng dap Ung
th(r phat 17 (34%), khong dap Ung nguyén phat
12 (24%), tac dung phu 10 (20%), cac ly do con
lai 11 (22%) két qua nay tugng dong vdi nghién
cliu cla Bente Glinborg dap (ng kém 56%, tac
dung phu 27%.

Ty Ié bénh nhan tudn thu diéu tri cia nghién
clftu con thap chiém 42 (26,1%) bénh nhan, tuy
nhién ty 1€ tuan tha diéu tri theo lugt diéu tri lai
cao tudng (ng 1958 (88,2%). Diéu nay cb thé
giai thich do anh hudng cla dai dich Covid-19,
da phan bénh nhan khoéng thé dén vién ding
theo hen clia bac sy.

232

V. KET LUAN

Thudc sinh hoc dugc uu tién diéu tri la cac
thuéc thudoc nhom khang TNF-a (69,6%), day
cling la nhém thudc cd thdi gian duy tri diéu tri
l[du nhat. Ty Ié bénh nhan tuan thu diéu tri con
thap 26,1%.

Ly do khong tuan tha hang dau la kinh t€,
ti€p dén la do su dap Ung tot trong qua trinh
diéu tri va anh hudng cta dai dich Covid-19.

Cac nguyén nhan: kinh té€, anh hudng cla dai
dich Covid-19, hét thudc, tac dung phu va khong
dap Ung vdi thudc sinh hoc la nhitng ly do chinh
khién cho bénh nhan d6i thuSc hodc nglng
thudc trong qua trinh diéu tri.
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