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Nghién ciru hiéu qua diéu trj cta Infliximab trén bénh nhan viém khép

cdt séng
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Tém tat

DPit van dé: Cac thudc sinh hoc, dic biét 13 thuSc khang TNF-o 1 cdch mang trong diéu trj viém khép cot
s6ng (Spondyloarthritis) khi ma cac thudc DMARDs ¢& dién té ra kém hiéu qua. Muc tiéu nghién ciru: Panh
gid hiéu qua didu tri cha thudc Infliximab trén bénh nhan viém khdp cot séng. Dai tweng va phuong phap
nghién ciru: Phurong phap nghién ciru theo ddi doc cé can thiép diéu tri vdi Infliximab trén 27 bénh nhan
viém khdp cot s6ng. K&t qua: Hiéu qua cla Infliximab |1én bénh nhan viém khdp cét séng thé hién qua céc chi
s6 1am sang; cac chi diém viém: CRP, VS gidr du va mirc d6 hoat dong bénh theo chisé ASDAS-CRP va ASDAS-
VS gior dau & céc thoi diém T2, T6 so véi TO déu cd y nghia théng ké (p < 0,05). Sau khi loai khéi s8 liéu cla 2
bénh nhan cé dot cap tai thoi diém T14, tat ca cac chi s& trung binh ddnh gid ké trén déu cé cai thién, khac
biét cé y nghia théng ké véi p < 0,05. K&t ludn: Infliximab cé hiéu qua cai thién triéu chirng 1dm sang, chat chi
diém viém va mirc d6 hoat déng bénh trén bénh nhan viém khdp cot séng.

Tir khéa: viém khdp cét séng, Infliximab.

Abstract

The treatment effect of Infliximab on Spondyarthritis patients
Vo Thi Hoai Huong?, Nguyen Hoang Thanh Van*, Vo Tam*"
(1) Internal Medicine Department, University of Medicine and Pharmacy, Hue University

Background: Biologic drugs, especially anti TNF-a drugs, are revolutionary in the treatment of
Spondyloarthritis when the conventional DMARDs have proved ineffective. Research objective: To evaluate
the effectiveness of Infliximab treatment on Spondyloarthritis patients. Materials and method: Longitudinal
follow-up study with Infliximab treatment on 27 patients with Spondyloarthritis. Results: The effectiveness
of Infliximab on patients with Spondyloarthritis is demonstrated by clinical indicators; inflammatory markers:
CRP, ESR in the first hour and the disease activity level according to ASDAS-CRP and ASDAS-ESR in the first
hour at the time of T2, T6 compared to TO were statistically significant (p < 0.05) ). After excluding the data
of 2 patients with flare at T14, all the above-mentioned indicators improved, the difference was statistically
significant with p < 0.05. Conclusion: Infliximab is effective in improving clinical symptoms, inflammatory
markers and disease activity score in patients with Spondyloarthritis.
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1. DAT VAN DE

Viém khép cot séng (Spondyloarthritis) 13 bénh
ly viéem khép man tinh thwong gap, thuéc nhém
bénh ly cot s6ng huyét thanh 4m tinh. Bénh ly nay
dac trung vai sy két hop gilta hdi chirng cung chau
- cOt sbng, hoi chirtng bam tan (viém céac gan bam
tan tai xwong) va hdi chirng ngoai khdp & cédc mirc
dd khac nhau. Trwdc day, bénh thudng duwoc chan
dodn & giai doan muén khi d3 cé dinh khép. Viém
khdp cot séng 1a bénh ly phirc tap va anh hudng
nhiéu strc khde clia ngudi bénh vadi ty 18 phd bién
trén toan thé gidi 1én dén 0,9% [1]. V& mat diéu
tri, du da dugc nghién clru rat nhiéu, song trén thé
gidi cling nhu & Viét Nam, viéc diéu tri viém khép
cOt s6ng van con gdp mot s6 khoé khdn nhat dinh.

Dia chi lién hé: V& Tam, email: vtam@huemed-univ.edu.vn

Theo khuyén cdo clia ASAS/EULAR 2016, trong diéu
tri viem khdp cot s6ng, ngoai céc bién phap khéng
dung thudc thi thuéc dugc lya chon dau tay 13 thuéc
khang viém khong steroid [2]. Tuy nhién NSAIDs
khdéng cé hiéu qua trén thay d6i cau tric cla xuong.
Hon nita, can phai luvu y dén cac tac dung khong
mong muén cla thudc khang viém khéng steroid.
Né&u dung thudc khang viém khoéng steroid kéo dai
s& gay ra nhiéu tac dung khdng mong muén trén tim
mach, da day, than & bénh nhan. Céc thudc sinh hoc
cd vai trd quan trong trong diéu tri bénh viém khép
cot séng, khi ma cac thuéc DMARDs kinh dién t6
ra dap &ng kém. Céc thudc sinh hoc dugc chi dinh
cho bénh nhan viém khép cot séng 1a thubc khang
TNF-0, thuéc (rc ché IL-17 va &c ché IL-23. Theo
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khuyén cdo cta nhiéu Hiép hdi nhu EULAR/ASA [2],
ACR/SAA [3], BSR (Anh) [4]..., thuéc khang TNF-a. 13
thuéc duoc Iwa chon s8 2 sau NSAIDs. Nhiéu nghién
ciru d3 chirng minh Néng d6 TNF-a tang trong dich
khép, cac thanh phan cta khép, huyét thanh cla
bénh nhan viém khép cét séng Thubc khang TNF-o
la cdch mang trong diéu trj viém khép cét séng. Diéu
tri thu6c khang TNF-a dat hiéu qud va an toan d3
dugc chirng minh qua cac th nghiém va thuc té
Iam sang trén thé gidi. O nudc ta, gan day nhom
thudc nay méi duoc dua vao st dung va hién van
chua cé nhiéu nghién ctru vé danh gid hiéu qua cla
thuéc khang TNF trong diéu tri viém khép cot séng
-a, (Infliximab 13 mét trong cac thuéc dai dién cho
nhom nay), vi vay chiing t6i tién hanh nghién cliru dé
tai véi muc tiéu danh gid hiéu qua diéu tri cda thuéc
Infliximab trén bénh nhan viém khép cot séng.

2.901 TUQNG VA PHUONG PHAP NGHIEN CU'U

2.1. Ddi twong nghién ciru

2.1.1. Tiéu chuén chon méu

- Bénh nhan dwgc chan doan viém khdp cot
s6ng theo tiéu chudn ASAS 2009 [5], chwa dugc
diéu tri Infliximab trwdc day, cé chi dinh diéu trj véi
Infliximab va déng y diéu tri vdi thuéc Infliximab.

- Bénh nhan khdng cé cac chdng chi dinh diéu tri
vd&i Infliximab.

2.1.2. Tiéu chudn logi triv

- Bénh nhan khéng déng y tham gia nghién clru.

- Bénh nhan c6 cac chéng chi dinh cda thuéc
khang TNF [6]:

+ Nhiém trung dang hoat ddng

+ Bénh lao

+ Suy tim tién trién

+ Lupus

+ Xo cirng bi

+ Ung thu

2.1.3. Dja diém va thoi gian nghién ciu

Nghién ctru dugc thyc hién tai Khoa N6i Than -
Co xuong khép Bénh vién Trung wong Hué va khoa
Noi Téng hop - Noi tiét - Co xwong khép Bénh vién
Trudng Dai hoc Y - Dwoc Hué tir thang 11 ndm 2019
dén thdng 6 nam 2022.

2.2. Phuwong phap nghién ciru

2.2.1. Thiét ké nghién ciru

Phuong phap nghién ciru theo ddi doc cé can
thiép diéu tri vai Infliximab trén 27 bénh nhan viém
khép cét séng.

2.2.2. Phwong phdp tién hanh

- Bénh nhan dwgc chan doan viém khép cot
s6ng theo tiéu chudn ASAS 2009. Tién hanh lya chon
nhédm bénh nhan cd chi dinh diéu tri vai Infliximab:
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danh gid cac d3c diém Iam sang, can 1am sang trudc
khi diéu tri tai thoi diém TO.

- Liéu trinh diéu tri viém khép cét sdng cla
Infliximab: Infliximab liéu 5 mg/kg dugc st dung
qua dudng truyén tinh mach, sau d6 truyén cac liéu
b6 sung 5 mg/kg vao tuan th& 2 va tuin thi 6 ké tir
[4n dau tién, roi moi 6 - 8 tudn vé sau.

- Danh gid lai cac dic diém |1am sang, can 1am
sang trong qud trinh diéu tri v&i Infliximab tai cac
thoi diém T2 (2 tuan sau T0), T6 (6 tuan sau T0), T14
(14 tuan sau TO).

2.2.3. Cdc tiéu chuén ddnh gid

- Cac triéu chirng tai cdt sdng:

+Dau: vj tri (ct séng cb, cdt sdng nguc, cdt sdng
that lwng). Panh gia theo thang diém VAS (0-10
diém).

+ MUrc d6 dau tai cot sdng vé dém: tinh diém
theo thang diém Visual Analog Scale (VAS) tai vi tri
dau nhat trong 3 vj tri (c6t séng that lung, cot séng
luwng hodc cot séng cd).

+ Khoang céach tay dat (cm): dwoc xac dinh bang
cach cho bénh nhan ding thang, 2 ban chan chum
sat nhau, 2 tay dudi thang, bénh nhan cti hét mdrc
c6 thé, do khoang cach giira ngdn tay va mit dat.

+ D0 gidn cot séng that lung (hay chi s6 Schober)
(em): duoc xac dinh nhu sau: xac dinh méc thir nhat
la giao diém gitra cdt séng that lung va dwong ndi
hai mao chau. Tir diém nay dung thudc do |én trén
10 cm, d6 la vi tri mdc th hai. Sau d6 yéu cau bénh
nhan cui hét sirc dé tay cham dat voi dau gbi thang.
Do lai khoadng cach giita hai mdc trén, hiéu so gilra
hai [an do 1a d6 gidn cot séng that lung.

- T6c d6 lang mau: tc do lang mau (VS) xac dinh
bang t6c do lang clia hdng cau (mm/gio) trong 6ng
nghiém chuan, phuong phap dung la Westergren Chi
s6 binh thudng 1h: Nam: 3-5 mm / Ni¥: 4-7 mm [7].

- CRP: xét nghiém CRP la xét nghiém dinh luvgng
Protein phan &ng C (CRP) Gidi han binh thuong: O -
5 mg/L hay <5 mg/L [7].

- Hemoglobin: gia tri binh thuwdng phu thudc vao
tudi va gidi tinh.

- Danh gid mic d6 hoat déng cha bénh theo
thang diém ASDAS [8,9]:

* ASDAS-CRP

- Danh gid qua thang diém ASDAS-CRP theo cdng
thuec:

ASDAS-CRP = 0,12 x Pau lwng + 0,06 x Khodng
thoi gian cirng khdp budi sang + 0,11 x Toan trang
bénh nhan + 0,07 x Swng dau khé&p ngoai vi + 0,58
x Ln(CRP+1)

* ASDAS-VS

- Danh gia qua thang diém ASDAS-VS dwa vao cac
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thong s trén 1am sang va chi s6 téc d& mau lang.

ASDAS-VS = 0,08 x Dau lung + 0,07 x Thoi gian
ctirng khdp buéi sang + 0,11 x Toan trang bénh nhan
+ 0,09 x Dau/ctrng khép ngoai vi + 0,29 x NIZS

* A ASDAS [10]:

A ASDAS > 1,1: Cai thién 1am sang dang ké

A ASDAS > 2,0: Cai thién hoan toan

Quy vdc:

A ASDAS-CRP 2-1 = (Chi s6 ASDAS-CRP & thoi
didm T2) — (Chi s6 ASDAS-CRP & thoi diém T0)

3. KET QUA

A ASDAS-CRP 3-1 = (Chi s6 ASDAS-CRP & thoi
diém T6) — (Chi s6 ASDAS-CRP & thoi diém T0)

A ASDAS-CRP 4-1 = (Chi s6 ASDAS-CRP & thoi
diém T14) — (Chi s6 ASDAS-CRP & th&i diém TO)

2.2.4. Phwong phdp xtr ly va phén tich sé liéu

S6 lidu s& dugce xtr ly va phan tich bdi phan mém
SPSS® (Statistical Package for Social Sciences, Inc.,
Chicago) phién ban 20.0. Can c(t trén su phan bé cla
s6 liéu trong nghién cru dé lya chon cac phép kiém
(test) phu hop.

3.1. S6 lwgng bénh nhan can thiép diéu tri Infliximab trong nghién ciru

T0 (27 bénh nhén)

T2 (27 bénh nhén)

|

T6 (27 bénh nhin)

Ngung diu trj:
- 3 bénh nhén: do tde
dung khong mong
mudn
-3 bénh nhin: do
kinh té
- 1 bénh nhan: do
dich bénh khong dén

2 bénh nhén dot cfp 4—| T14 (20 binh nhan) |

Hinh 1. So d6 s6 lugng bénh nhan qua 4 dot diéu tri Infliximab
3.2. Hiéu qua diéu tri cha Infliximab th&i diém T2, T6 so v&i TO
Bang 1. Hiéu qua diéu tri cda Infliximab th&i diém T2, T6 so vdi TO

duge co sy 1

Diic diém 70 (n=27) T2 (n=27) T6 (n=27)
X+SD X+SD X+SD
Mrc d6 dau cot séng 4,72 +3,04 2,11 +2,24 1,00+1,39
Mrc d6 dau cot sdng vé dém 5,26 +3,41 2,33+2,32 1,22 +1,42
Mtc do dau khép ngoai vi 4,57 + 3,06 1,93+1,83 1,02 +1,55
Mtc do cirng khép 1,94 +2,97 0,65+1,78 0,37+1,14
Do gidn cot séng that lwng (cm) 2,65 +0,86 3,13+0,95 3,33+0,90
Chi s& tay dat (cm) 17,33 £10,94 9,85+9,76 5,63 +8,38
CRP (mg/l) 45,82 + 60,09 3,18 £6,35 1,77 £ 2,10

18,59 + 17,47
135,44 £12,87
1,12+0,40
1,53+0,61

49,85 + 39,77
125,00 £ 15,14

20,44 +12,20
130,26 £ 13,49

VS gioy dau (mm)
Hemoglobin (g/I)
ASDAS-CRP 3,58+1,17 1,53+0,70
ASDAS-VS 3,52+1,21 1,94+0,74

T4t ca cac chi s& bénh trén dénh gid |1dam sang va can 1am sang trong nghién ctru nay déu cé cai thién tai
thoi diém T2, T6 so véi TO va sy cai thién cé y nghia théng ké vdi p < 0,05.
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3.3. Hiéu qua diéu tri cta Infliximab thi diém T14 so véi TO sau khi loai khoi s8 liéu 2 bénh nhan ¢ dot cap
Bang 2. Hiéu qua diéu tri cla Infliximab thoi di€ém T14 so vdi TO

oy diém i ttso P
Mrc do dau cot sdng 4,67 3,27 0,44 + 0,86 0,000
Murc do6 dau cot sdng vé dém 5,28+ 3,72 0,56 + 1,04 0,000
Murc d6 dau khdp ngoai vi 4,86 * 3,08 0,25 0,55 0,000
Murc do cirng khép 1,53+2,86 0,14 £ 0,59 0,028
D0 gidn cot séng that lung (cm) 2,64 + 0,95 3,50+ 1,00 0,000
Chi s6 tay dat (cm) 16,44 £ 12,54 3,22 +£8,23 0,000
CRP (mg/l) 39,15 £ 35,40 4,82 +10,35 0,001
VS gi& dau (mm) 51,22 £ 43,27 20,50 £ 16,03 0,015
Hb (g/1) 124,11 + 16,95 140,67 + 13,53 0,000
ASDAS-CRP 3,50+1,28 0,98 £ 0,50 0,000
ASDAS-VS 3,46 1,35 1,37 £ 0,56 0,000

Sau khi loai khdi nghién ciru s6 liéu clia 2 bénh nhan cé dot cap tai thoi diém T14, tat ca cac chi s6 bénh
trén danh gia 1am sang va can 1am sang trong nghién clru nay déu cé cai thién tai thoi diém T14 so vdi TO va
s cai thién cé y nghia théng ké vdi p < 0,05.

3.4. Danh gia chi sd AASDAS-CRP qua cac do't dung thudc

3.4.1. Chi sé ddnh gia mirc dé cdi thién AASDAS-CRP qua cdc do't diing thuéc

Bang 3. Chi s& dénh gid mdrc d6 cai thién AASDAS-CRP qua céc dot dung thuéc

Dic diém AASDAS-CRP 2-1 AASDAS-CRP 3-1 AASDAS-CRP 4-1
: n (%) n (%) n (%)

AASDAS-CRP >= 2,0 18 (66,67%) 18 (66,67%) 13 (65%)

1,1 =< AASDAS-CRP < 2,0 4 (14,81%) 4 (14,81%) 4 (20%)

AASDAS-CRP < 1,1 5(18,52%) 5(18,52%) 3 (15%)

N 27 (100%) 27 (100%) 20 (100%)

Hai dot dung thudc d4au tién déu ghi nhan cé 18/27 (66,67%) bénh nhan dat mic dd cai thién bénh hoan
toan, 4/27 (14,81%) dat mlc d6 cai thién 1am sang dang ké va 5 (18,52%) c6 chi s6 AASDAS-CRP < 1,1.
Trong s8 20 bé&nh nhan tiép tuc truyén thudc dot 4, ghi nhan 13 (65%) bénh nhan dat mirc d6 cai thién
bénh hoan toan, 4 (20%) bénh nhan dat mirc d6 cai thién Idm sang dang ké va 3 (15%) bénh nhan cé chi
s& AASDAS-CRP < 1,1.

3.4.2. Phén bé chi sé danh gia mire dé cdi thién AASDAS-CRP qua cdc do't dung thuéc

A ASDAS

B AASDAS-CRP2-1 B AASDAS-CRP 3-1 l AASDAS-CRP 4-1

4.440

—1—4.192
e RE29Z |

.300
-1.102

p (AASDAS-CRP 2-1 va AASDAS-CRP 3-1) = 0,002
p (AASDAS-CRP 3-1 va AASDAS-CRP 4-1) = 0,558
p (AASDAS-CRP 2-1 va AASDAS-CRP 4-1) = 0,067
Biéu d6 1. Phan b6 chi s6 danh gia mirc d6 cai thién AASDAS qua cac dot dung thuéc Infliximab

3.955

A ASDAS
N = O = N W & un
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Gid tri trung binh cGia AASDAS-CRP 2-1, AASDAS-
CRP 3-1, AASDAS-CRP 4-1 [an lwot 1a: 2,055 + 0,955;
2,461 +1,125; 2,292 + 1,375.

Trong do, sy khac biét gilta gid tri trung binh
AASDAS-CRP 3-1 va AASDAS-CRP 2-1 la cé y nghia
théng ké v&i p = 0,002 (p <0, 05).

4. BAN LUAN

Theo nghién ctru cta ching téi, cac chi sé danh
gia hiéu qua cla thudc Infliximab trén 1am sang nhu:
mirc d6 dau cét séng, mirc d6 dau cot sdng vé dém,
mutrc do dau cac khdp ngoai vi, mirc d6 cirng khop,
cac chi s6 d6 gidn cot s6ng, khoang cach tay dat hay
cac chi s8 can Idm sang nhu: chi s6 CRP, téc dd mau
I3ng gior dau, hemoglobin mau hay cac thang diém
ASDAS-CRP, ASDAS-VS déu cd sy cai thién qua cac
dot dung thudc. Sau khi loai khoi nghién ciru sé liéu
cla 2 bénh nhan cé dot cap tai thoi diém T14, tat ca
cac chi s6 trung binh danh gid trén 1am sang va can
I&m sang néu trén déu cé cai thién trén cac bénh
nhan tai thoi diém T14 so v&i TO va tat ca cac chi s6
déu cé su cai thién cd y nghia théng ké véi p < 0,05.

Theo nghién ctru cha Saougou (2010) ghi nhan,
¢6 5 bénh nhan (1 bénh nhan sau ndm th& nhat va
4 bénh nhan khac sau ndm th hai) cé khoang thoi
gian gitta cac lan truyén duoc rat ngin tir 8 dén 6
tuan. Diéu nay la do cac triéu chirng IAm sang nhu
dau c8 va cirng khép bubi sang tir 10 dén 12 ngay
trudce khi truyén lan tiép theo. Sau phac d6 diéu trj
nay, bénh nhan dap (ng tot va tiép tuc diéu tri [10].
Do d6, déi v&i 2 bénh nhan tai thdi diém T14 cla
ching téi co sy gia tang cdc triéu chirng vé dau cot
s6ng, cirng khép trudce thoi diém truyén thudc T14
va gia tang cdc chi s6 viém trén can 1am sang, dé
nghj theo ddi, danh gia va rat ngan thoi gian truyén
gilta cac dot sau tir 8 tuan xudng 6 tuan.

Nghién ciru hiéu qua cua Infliximab trén 357
bénh nhan trong dé cé 201 bénh nhan viém khép
cbt séng duoc diéu tri vdi Infliximab 5 mg/kg va 78
bénh nhan dugc diéu tri véi gid duoc cda Heijde
(2005) cho két qua nhu sau: sau 24 tuin, 123/201
bénh nhan (61,2%) trong nhém dung Infliximab cé
dap rng ASAS20 so v&i 15/78 bénh nhan (19,2%) &
nhém gid duoc (p < 0,001). Su khac biét gitta nhdm
diéu tri Infliximab d3 dwoc quan sat thiy ngay tur

tuan thir 2 va dugce duy tri trong thdi gian quan sat
24 tuan (p < 0,001). Pap &ng diéu tri dwoc quan sat
thdy & ca hai mdrc CRP: d6i v&i nhitng bénh nhan
cé mirc CRP ban d4au < 3 lan gidi han trén cta mic
binh thuwdng; 46,3% trong s6 95 bénh nhan duoc
dieu tri bang Infliximab dat duoc dap rng ASAS20
so v&i 21,1% cla 38 bénh nhan duoc diéu tri bang
gid duogc (p = 0,007); ddi v&i nhitng bénh nhan cé
murc CRP ban dau > 3 [an giéi han trén cla mdrc binh
thuwong, 74,5% trong s6 106 bénh nhan duoc diéu
tri bang Infliximab dat dwoc dap ¢ng ASAS20 so
véi 17,5% cla 40 bénh nhan duoc diéu tri bang gia
duwoc (p <0,001) [11].

Theo nghién ctru cta Kim (2012), nhitng bénh
nhan dung thudc khang TNF cé sy gidm dang ké
vé mat thdng ké vé toc d6 lang mau, CRP va diém
BASDAI & tudn 32 khi so sanh véi lic chwa dung
thudc. Mdrc hemoglobin trung binh cling dugc cai
thién déng ké tir 13,8 1én 14,3 g/l (p = 0,001) [12].

Theo nghién clru cla Baji (2014), nhin chung,
théng qua 13 th&r nghiém ngau nhién cé d6i chirng,
duoc xac dinh bang tim kiém tai liéu c6 hé thong,
duogc dua vao phan tich cho ra két qua vé tiéu chi
hiéu qud ASAS20 dugc bdo cdo & tudn thir 12 trong
12 thlr nghiém ngau nhién cé d6i chirng gdbm 2395
bénh nhan va tudn 24 trong 5 th&r nghiém ngau nhién
c6 d6i chirng gdm 1337 bénh nhan: tat ca 5 tac nhan
sinh hoc khang TNF-a (Adalimumab, Etanercept,
Golimumab, Infliximab va Infliximab-biosimilar) duoc
chirng minh 13 vuot troi hon dang ké so vdi gia duoc.
Infliximab cho thay ty & chénh léch cao nhat (OR =
7,2 (95% CI 3,68 - 13,19) so véi giad duoc, ti€p theo
Ia Infliximab-biosimilar v&i OR = 6,25 (95% Cl 2,55 -
13,14), ca hai déu duwoc danh gid & tuan 24 [13].

5. KET LUAN

Infliximab cé hiéu qua trén bénh nhan viém khép
cbt séng qua danh gid cai thién cac triéu chirng 1am
sang (Mtrc d6 dau cot sdng, mirc d6 dau cac khdp
ngoai vi, mic dé cirng khép, céc chi s6 dd gidn cot
s6ng, khoang cach tay dat), cac chat diém viém (CRP,
t6c d6 mau lang gio dau, hemoglobin méu) va murc
dd hoat ddng bénh (thang diém ASDAS-CRP, ASDAS-
VS) tai tat ca cac thoi diém sau 2 tudn, sau 6 tuan va
sau 14 tuan nghién clru.
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