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THU'C TRANG KHONG PAP NG VO'T THUOC INFLIXIMAB VA MOT SO
YEU TO LIEN QUAN TRONG PIEU TRI VIEM CQT SONG DINH KHOP

TOM TAT

Muc tiéu: 1. Xac dinh ty 1€ khong dap Ung vdi
thuGc infliximab trong diéu tri viém c6t song dinh
khdép. 2. Khao sat mot s6 yéu to lién quan dén tinh
trang kh6ng dap Ung vdi infliximab of bénh nhan viém
cbt séng dinh khdép. Poi tugng va phucng phap
nghién ciru: Nghlen ctru t|en ctru trén 74 bénh nhan
dugc chan doan viém cot séng d|nh khdp theo tidu
chuén New York stra doi (1984) va co chi dinh diéu tri
bang thuéc infliximab theo tiéu chun ASAS/EULAR
2016 tai Trung tdm Co Xuong Khdp, Bénh vién Bach
Mai tir thang 8/2018 dén thang 8/2022. Két qua: Ty
Ié bénh nhan khéng dap (ng véi thudc infliximab:
41,9%, trong do ty Ié khdng dap (ng nguyén phat:
6,8% va khong dap (ng thir phat: 35,1%. Nhdm bénh
nhan khong dap Ung th( phat vdi infliximab cd ty 1€
khong tuan tha diéu tri: 65,4%, cao hon rat nhiéu so
vGi nhom bénh nhan c6 dap Ung vaéi thudc: 37,2%, su
khac biét co y nghia thong ké (p < 0,05). Két luan:
Khdéng dap Ung vdi infliximab trong diéu tri viém cot
s6ng dinh khdp: 41,9%, chd yéu la khong dap (ing
th phat. Nhém bénh nhan khong dap Ung véi
infliximab co ty 1€ khong tuan tha diéu tri cao han r6
rét so vdi nhom bénh nhan cé dap Ung vdi infliximab.

Ta khoa: Viém cOot song dinh khdp, thudc
infliximab, khang tri véi thudc

SUMMARY
CURRENT STATUS OF NON RESPONSE TO
INFLIXIMAB IN ANKYLOSING
SPONDYLITIS MANAGEMENT
Aims: To determine the prevalence of non -
response to infliximab and other factors related to the
non — response to infliximab in Ankylosing spondylitis
patients. Subjects and methods: longitudinal,

1Bénh vién Bach Mai

2Truong Pai hoc Y Duoc Quéc gia Ha Noi
3Truong Pai hoc Y Ha NGi

Chiu trach nhiém chinh: Nguyé&n Thi Nhu Hoa
Email: nhuhoanguyen83@gmail.com

Ngay nhan bai: 15.9.2023

Ngay phan bién khoa hoc: 10.11.2023

Ngay duyét bai: 30.11.2023

262

Nguyén Thi Nhu Hoa!?2, Nguyén Duy Hiép?

descriptive study in patients received infliximab in
Ankylosing spondylitis at Bach Mai Hospital from
August 2018 to August 2022. Results: In this study of
74 patients (87,8% male, 29,4 £ 11,8 years of age)
ankylosing spondylitis patients in the study, which
included primary lack of response PLR (5; 6,8%),
secondary lack of response SLR (26; 35,1%) and
responders (43; 58,1%). The secondary non-
responders had a greater prevalence of medication
non-adherence than the responders to infliximab.
Conclusions: Non - response to infliximab in
Ankylosing spondylitis patients: 41,9%. The secondary
non-responders had a greater prevalence of
medication non-adherence than the responders to
infliximab. Keywords: infliximab, lack of response
(PLR), secondary lack of response (SLR), Ankylosing
spondylitis.
I. DAT VAN DE

Viém cOt song dinh khdp (VCSDK) chiém ti Ié
cao nhat trong nhdm bénh viém khdp cbt séng
thé truc, bi€u hién bdi tinh trang viém tién trién
man tinh chd yéu & cot song, khdp cing chau,
khép hdng va c6 thé & cac khdp ngoai vi. N&u
khong dugc diéu tri s6m va kip thdi, ngusi bénh
nhanh chdng bi bién dang cot song va cac khdp
ngoai vi, lam giam chat lugng cudc song [11.
Infliximab 18 mét khang thé don dong IgG thé
kham (25% axit amin c6 ngudgn goc tUr chudt,
75% axit amin c6 nguon goc tUr ngudi), thubc
nhom thudc khang TNF-a, dudc khuyén cdo sur
dung & nhitng bénh nhan VCSDK cé murc do hoat
dong bénh cao kéo dai, that bai vdi diéu tri ca
ban [2]. Trén thé gidi, d3 co6 nhiéu nghién ctu
khdng dinh hiéu qua va tinh an toan cua thudc
infliximab trén bénh nhan VCSDK[3]. Tuy nhién ti
|é khdng dap Ung vdi infliximab & bénh nhan
VCSDK dao dong 25- 42% [4,5]. Khang tri vdi
thudc infliximab bao gébm khong dap (fng nguyén
phat va khong dap Ung th& phat, nguyén nhan
cd thé do bénh nhan (di truyén, 18i s6ng) hodc
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do bénh (giai doan hoat déng bénh, thé bénh),
do thudc (dugc luc hoc, tinh sinh mien dich) va
chién lugc diéu tri (phac do6 dung thudc, liéu
phap phéi hgp). Nghién clfu ciia Runsheng Wang
ndm 2022 goém 1899 bénh nhan trong 10 thur
nghiém lam sang, cho thay khong dap (ng vdi
thuéc khang TNF-a trong VCSDK lién quan: gidi
tinh nif, tudi 16n hon, BMI cao, thGi gian mac
bénh dai, HLA-B27 (-), CRP ban dau thap. O Viét
Nam, da cé nghién clru vé hiéu qua va tinh an
toan cla thudc infliximab trong diéu tri bénh
VCSDK [6]. Tuy nhién, chua cé nghién clu nao
danh gia vé tinh trang khong dap Ung vdi thudc
infliximab & bénh nhan VCSDK. Vi vay, ching t6i
ti€n hanh nghién clru nay nham: Xac dinh ty Ié

khéng dap ung vdi thudc infliximab va mot s6

yéu to lién quan dén tinh trang khong dap ung
trong diéu tri viém cot séng dinh khdp.

Il. BOI TUQONG VA PHU'ONG PHAP NGHIEN CUU

2.1 Poi tugng nghién ciru

Tiéu chuan lua chon:

- Bénh nhan > 16 tudi.

- Bénh nhan dugc chdn doan xac dinh
VCSDK theo tiéu chuan New York stra doi (1984)*

- Bénh nhan VCSDK cé chi dinh diéu tri véi
thudc infliximab

- Thoi gian theo ddi téi thi€u 24 tuan déi véi
bénh nhan cé dap ng vdi infliximab

- Cé day du h6 sc bénh an va cac chi tiéu
nghién clu trong ho sG bénh an.

- Bénh nhan dong y tham gia nghién ctru.

Tiéu chuan loai tra:

- Bénh nhan cé chdng chi dinh véi thudc
Infliximab

2.2. Phudng phap nghién ciru

Thiét ké nghién cdru: nghién clu tién clu.

Cd mau: Chon mau toan bo.

Cac chi s6 nghién ciru:

- Tai thdi diém bt dau dung thuéc sinh hoc:
tudi, gidi, danh gia mic do hoat ddng bénh theo
diém ASDAS- CRP, HLA B27.

-Bénh nhan cé tuan thu, khong tuan thu diéu
tri thudc infliximab [7]:

» Tuan thu diéu tri: Bénh nhan dén kham va
diéu tri dung hen theo chi dinh clia bac si diéu tri.

> Khong tuan tha diéu tri: Bénh nhan khong
dén kham theo hen dé& dung thudc, bénh nhan
tu y bd thuGc, tu y gian liéu, giam liéu khong
theo chi dinh cta bac si.

»Bénh nhan tuan thd diéu tri tot: SO lugt
tudn thu diéu tri chiém > 80% tdng s6 lugt diéu
tri, n€u <80%: bénh nhan khéng tuan tha diéu tri.

- Bap Ung diéu tri: Bénh nhan cé ASDAS-CRP

sau diéu tri <1,3 (bénh khong hoat dong). Hodc
hiéu s6 ASDAS-CRP trudc va sau diéu tri:
AASDAS-CRP = 1,1.

- Khong dap 'ng nguyén phat: 12 tuan diéu
tri vGi thudc infliximab: Hiéu s6 ASDAS-CRP trudc
va sau diéu tri: AASDAS-CRP < 1,1.

- Khong dap Ung thdr phat: bénh nhan da
dat dugc dap U'ng ban dau diéu tri, nhung bi tai
phat hoat dong sau dé khi dang ti€p tuc duy tri
diéu tri v&i thuéc khang TNF-a: ASDAS-CRP > 2,1

Quy trinh nghién ciru: Cac bénh nhan
chdp nhan tham gia nghién cltu dugc kham lam
sang, lam xét nghiém can thiét, dac biét la sang
loc lao, viém gan B, viém gan C khi bat dau diéu
tri thudc infliximab va moi 6 thang mét lan; sang
loc nhiém khuén & tirng [an vao vién diéu tri, thu
thap so liéu vao bénh an nghién cru théng nhat.

Infliximab: Liéu lugng 200mg/lan. Bao quan
2 — 8°C. Thubc dugc pha véi 250ml dung dich
mudi dang truong, truyén tinh mach cham. Liéu
trinh truyén: tuan th& 0 (truyén [an dau), tuan
th(r 2 (truyén [an 2), tuan thr 6 (truyén lan 3) va
sau dé moi 8 tuan truyén lai mot lan

- Thoi diém TO: Thdi diém bat dau diéu tri
vGi thudc infliximab

- Thdi diém 12 tudn (T12): Xac dinh bénh
nhan khang tri nguyén phat véi infliximab. Cac
bénh nhan nay dirng theo doi.

- Thé&i diém Tn: thdi diém xuét hién khang tri
thr phat hodc thdi diém dimg diéu tri vdi thudc
infliximab.

Phuong phap phéan tich théng ké: SO liéu
nghién ciu dugc nhap vao may tinh va phan tich
dugc ti€én hanh dua trén phan mém SPSS 20.0.
SUr dung so sanh ti 1€ bang test Khi binh phuong,
test Fisher's exact; so sanh trung binh bang
phuong phap kiém dinh ANOVA.

INl. KET QUA NGHIEN CU'U
3.1. Ty lé khong dap (rng véi thudc
infliximab cia nhém bénh nhan nghién ciru
- Nghién clu gébm 74 bénh nhan VCSDK
dudc diéu tri bang infliximab vGi bénh nhan nam
chiém da so (87,8%).

32,4%
359% n=24

28,4%
30% n—21 n—21

25%

Biéu db 3.1: Déc diém vé tuéi cia nhom
bénh nhadn nghién citru d thoi diém bat diu

21-30tuoi 31-44 tuoi 45 o
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diéu tri voi infliximab (n=74)

Nhén xét: Tudi trung binh clia cic bénh
nhan tai thdi diém bt dau diéu tri véi infliximab
la: 29,4 £ 11,8 (tudi), chi yéu & dd tudi < 20
tudi (chiém 32,4%)

Bang 3.1: Ty Ié khéng dap ing vdi thuéc
infliximab cua nhom bénh nhadn nghién cuu

Pap img véi thuse |50 P 1y 18
infliximab (n=74) %
Co dap Ung 43 58,1
Khong dap U'ng nguyén phat 5 6,8
Khong dap ing thd phat 26 35,1

Nhdn xét: Co 31/74 bénh nhan VCSDK
khong dap Ung vdi thude infliximab (chiém ty I€
41,9%).

mKhong dép {mg mKhong ddp tmg nguyén phat

Biéu db 3.2: So sanh ty 1é khéng dap tng
nguyén phat va thi phat vdi infliximab o
bénh nhdn VCSDK (n=74)

Nhan xét: Ty |é khong dap Ung th( phat vai
infliximab cao han rd rét so véi khong dap (ng
nguyén phat.

3.2 Cac yéu to lién quan dén su khong
dap rng véi thudc infliximab trong viém
cot song dinh khép

w Khong dép tmg thir phat

Bang 3.2: Méi lién quan giita dic diém bénh nhén VCSDK tai thoi diém bat diu dung
thudc infliximab va su’ khéong dap irng tha phat voi thuéc

Yéu to Pap 'ng (n=43) | Khong dap 'ng thir phat (n=26) | p
GiGi nam: n (%) 37 (86,0%) 23 (88,5%) 1
Tudi (nam) (X + SD) 28,4 = 12,6 32,2 = 10,4 0,21
Thdi gian mac bénh (ndm) (X + SD) 46 £6,5 44+58 0,93
Ton thuagng khép ngoai vi: n (%) 35 (81,4%) 21 (80,8%) 1
HLA B27 (+): n (%) 35 (89,2%) 21 (85%) 0,69
ASDAS-CRP (X % SD) 3,5 +0,8 33£06 0,34
Khong tuan thu diéu tri: n (%) 16 (37,2%) 17 (65,4%) 0,03
Ph&i hdp MTX: n (%) 18 (41,9%) 5 (19,2%) 0,07

Nhan xét: Nhom bénh nhan khong dap Uing
th(r phat vdi infliximab co ty 1€ khong tuan thu
diéu tri cao han rd rét so véi nhém c6 dap Ung,
su khac biét co y nghia thong ké (p < 0,05).

IV. BAN LUAN

Nghién ctiru gbm 74 bénh nhan VCSDK dugc
diéu tri bdng infliximab vd&i bénh nhan nam
chiém da s& (87,8%). Tudi trung binh cla cac
bénh nhan tai thsi diém bat dau diéu tri voi
infliximab 1a: 29,4 + 11,8 (tudi), chu yéu & do
tudi < 20 tudi (32,4%). Ti |é khéng dap (ng Vvdi
thudc infliximab trong diéu tri viém cot s6ng dinh
khdp: 41,9%, bao gom khong dap ('ng nguyén
phat (6,8%) va khong dap (ng thr phat
(35,1%), két qua cling tuang dong nhu nghién
ctru cda Atul Deodhar va cong su’ ndm 2017[4] ,
tong hop 21 nghién cltu lién quan cho thdy sau 2
nam, ti I& khang tri khoang 25 — 42%. Trong
nghién ctfu cta chdng t6i, s6 bénh nhan khong
dap Ung th(r phat chiém 83,9% s6 bénh nhan
khong dap (ng vai infliximab, cao han so Vdéi
nghién clu cla Mansour Alazmi ndm 2018 [5],
vGi 249 bénh nhan viém khdp cot s6ng diéu tri
bang thudc khang TNF-a, bénh nhan khong dap
Ung th{r phat chi€m 60% s0 bénh nhan khong
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dap Ung. Mot s6 nghién cltu cho thay, ti 1€ khong
dap (ng th(r phat trong diéu tri vdi infliximab cao
do c6 lién quan dén kha ndng sinh khang thé
chong lai infliximab, trong nghién c(u cua
Plasencia C va cong su ndam 2012 diéu tri
infliximab 1du dai trén 94 bénh nhan bénh
VCSDK, cho thdy khadng thé khang infliximab
dugc phat hién & 24 (25,5%) bénh nhan, thudng
xay ra sau 6 thang diéu tri bang thudc infliximab
va lién quan dén tinh trang khong dap Ung vdéi
thu6c [8]. Trong nghién clu cua chdng toi,
nhdm bénh nhan khong dap Ung th phat véi
infliximab cd ty Ié khong tuan thu diéu tri cao
han r6 rét so vdéi nhdm cé dap Uing, su’ khac biét
c¢d y nghia théng ké (p < 0,05). Qua do ta co
dugc mai lién hé: liéu viéc khong tudn tha diéu
tri lam tang ti 1é khang tri thr phat c6 phai mot
phan théng qua ¢ ché xudt hién khang thé
khang thudc?

Bén canh dd, chdng toi chua thdy mai lién
quan gilta gidi, tudi, thSi gian méc bénh, tén
thuong khdp ngoai vi, HLA B27 (+), phéi hgp vdi
methotrexat véi tinh trang khong dap Ung vdi
infliximab & bénh nhan VCSDK.

Nghién clfu clia ching t6i chi thuc hién tai
Trung tam Ca Xudng Khdp Bénh vién Bach Mai
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vGi s lugng bénh nhan khong Ién, va chua thuc
hién dugc dinh lugng khang thé khang
infliximab, ndng dd infliximab trong mau dé cé
cai nhin tdng quan, chinh xac hon vé khdng dap
Ung, dac biét la khéng dap Ung thd phat vdi
infliximab & bénh nhan VCSDK. Hi vong trong
thai gian t&i, s€ co6 cac nghién clru da trung tdm
v@i sO lugng bénh nhan I6n hon va trong thdi
gian dai hon dé€ danh gid dung thuc trang khdng
dap Ung véi thudc khang TNF-a trong diéu tri
VCSDK & nudc ta.

V. KET LUAN

Nghién cu trén 74 bénh nhan dugc chan
doan Viém cot séng dinh khép theo tiéu chuén
ACR 1984 slra ddi (New York) va dugc diéu tri
bang thubc infliximab tai Trung tdm Cd Xuong
Khdp Bach Mai, chiing toi rit ra mot s6 két luan sau:

- Ty |é bénh nhan khong dap U'ng véi thubc
infliximab: 41,9%, trong do ty 1€ khong dap (ng
nguyén phat: 6,8% va khong dap (ng th( phat:
35,1%.

- Nhdm bénh nhan khong dap (ng th( phat
vGi infliximab c6 ty & khong tudn thu diéu tri:
65,4%, cao han ro rét so véi nhdm bénh nhéan cé
dap Ung véi thudc: 37,2%, su khac biét cd y
nghia théng ké (p < 0,05).
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phong VTE & bénh nhan phau thudt & bung tai khoa
ngoai tiéu hdéa bénh vién Nhan Dan Gia Dinh. Doi
tugng va phucong phap nghién ciru: Nghién ciiu
md ta hang loat ca, thuc hién trén 69 ho sd bénh an,
phu hgp tiéu chuan nghién clru, dugc diéu tri tai khoa
Ngoai Tiéu Hoéa bénh vién Nhan Dan Gia Dinh trong
khoang thdgi gian 1/2021-6/2022. K&t qua: ty € xuat
huyét chiém 7,2% vdéi thdi gian trung binh st dung
khang dong dén khi xuat huyét la 3,2 ngay. Ty Ié xuat
huyét da chiém 4,2%, chay mau dudng ti€éu hoa
chiém 1,5%, tu mau vét thuong chiém 1,5% trong dé
nhém st dung khang déng enoxaparin co ty 1€ xuat
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