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Buwdc dau danh gia két qua diéu tri viem cdt song dinh
khop bang thuoc we ché TNF alpha

Evaluation of the efficacy of TNF alpha inbibitor (golimumab) in
management of ankylosing spondylitis

Vii Thi Thanh Hoa, Bui Hoang Anh, Bénh vién Trung wong Quan doi 108
Nguyén Minh Son, Tran Hong Nghi

Tém tat

Muc tiéu: Danh gia budc dau két qua diéu tri bénh viém cot séng dinh khép va tac dung khong
mong mudn clia nhém thuéce sinh hoc tic ché TNF alpha golimumab sau 12 thang. Béi tuong va phuong
phdp: Nghién ctu can thiép, theo doéi doc 12 thang & 15 bénh nhan c6 bénh viém cét séng dinh khép
dugc chan doan theo tiéu chudn NewYork stia déi 1984 tir thang 01/2019 dén thang 09/2020, dap tng
kém véi diéu tri co ban, dugc theo déi diéu tri tai Khoa N6i Co Xuong Khép - Bénh vién Trung uang Quan
déi 108. Panh gia két qua diéu tri dua vao: Thang diém BASDAI, ASDAS (mau ldng), BASFI; bénh nhan c6
dap ung véi diéu tri khi BASDAI giam > 2 hodac ASDAS giam > 1,1 so vdi trudc khi diéu tri; bénh nhan dat
lui bénh khi BASDAI < 3,8 hodc ASDAS < 1,3. Cac thai diém dugc danh gia: Trudc diéu tri (T,), sau diéu tri
3 thang (Ts), sau diéu tri 6 thang (Te), sau diéu tri 12 thang (T;,). Va nhan xét cac tac dung khéng mong
mudn gap phai khi st dung thudc tai cac co quan gan, than, hé tao mau, nhiém khuén tha phat... X li s6
liéu: Bang phan mém SPSS 20.0 dua trén cac thuat toan théng ké y hoc, so sanh dugc xac dinh la c6 y
nghia théng ké khi tri s6 p<0,05. Két qua: Ty 1& nam/nir trong nghién ctru 1a 3/1, tudi trung binh 33,2 +
3,7 tudi; thai gian mac bénh trung binh 4,2 + 2,5 nam, ty |& bénh nhan & giai doan hoat dong bénh theo
BASDAI (= 4) 12 88,9%, theo ASDAS (= 2,1) & 88,9%. Tai thai diém T3 ¢6 88,9% s6 bénh nhan dat lui bénh
theo thang diém BASDAI. Tai thai diém T c6 98,9% va 85,7% s6 bénh nhan dat lui bénh lan lugt theo cac
thang diém BASDAI va ASDAS. Tai thai diém T, c6 98,89% s6 bénh nhan dat lui bénh theo ca hai thang
diém ASDAS va BASDAI. C6 2/15 bénh nhan c6 biéu hién nhiém khuan tiét niéu. Khéng c6 bénh nhan
nao phai ngung diéu tri vi tdc dung khdng mong muén nang. Két luin: Golimumab c6 cai thién cac triéu
chiing 1am sang va can lam sang sau 12 thang diéu tri bénh nhan viém co6t séng dinh khdép. Chi gap tac
dung khéng mong mudn khi dung thudc la nhiém khuan tiét niéu vai ty & thap.

Tir khéa: Viém cot song dinh khap, thudce tc ché TNF alpha.

Summary

Objective: To initial assess the efficacy and evaluation of the complications of TNF alpha inhibitor
golimumab after 3; 6 and 12 months of treatment in ankylosing spondylitis patients. Subject and
method: A prospective and interventional study of 12 months treatment in 15 patients with ankylosing
spondylitis diagnosed with New York modified criteria 1984 from 01/2019 to 09/2020 in the Department
of Rheumatology - 108 Military Central Hospital. The clinical outcome bases on BASDAI, ASDAS (VS),
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BASFI score; the adequate response was confirmed when the discrepancy between BASDAI after and
before treatment > 2, in comparison at T, (before treatment), T; (after treatment 3 months), Ts (after
treatment 6 months), T, (after treatment 12 months); the remission of disease is confirmed if BADAI< 3.8
or ASDAS < 2.1. Evaluate the complications of the administration. Statistical analysis: SPSS 20.0 software,
significant statistic if p<0.05. Result. The general characteristics of studied group: Male/Female ratio was 3/1,
The average age was 33.2 + 3.7 years old, the average time of disease was 4.2 + 2.5 years, The proportion of
patients with high disease activity was 88.9% (BASDAI > 4) and 88.9% (ASDAS = 2.1) at T,. At Ts, there was
88,9% patients achieved remission according to BASDAI score. At the T6, there was 98.89% and 85.7%
patients achieved remission arcording to BASDAI and ASDAS, respectively. At T, there was 98.89% patients
achieved remission according to both BASDAI and ASDAS score. There was 2/15 patients with urinary tract
infection. There was no patient who had to stop the treatment causing by severe side effect. Conclusion.
Golimumab is fairly safe and effective in Ankylosing Spondylitis treatment.

Keywords: Ankylosing spondylitis, TNF alpha inhibitor golimumab.

1. Dat van dé

Viém cot song dinh khép (VCSDK) la mot bénh |i
hay gap nhat trong nhom bénh ly cét séng huyét
thanh am tinh. Bénh thuong gap & nam gidi, tré
tudi. Theo mot théng ké tai Khoa Co Xuong Khép -
Bénh vién Bach Mai, ty |& gap bénh li viém cét séng
dinh khép chiém 15,4% sé bénh nhan co xuong
khdp ciia khoa [1]. Triéu chidng lam sang chinh cda
bénh la dau va han ché& van déng cét séng co6 thé
kém theo dau cdc khdp ngoai vi nhu khép hang,
khdp géi, c6 chan... cling hay gap viém diém bam
gan. Néu khéng dugc theo déi hé théng, ngudi
bénh sé sém bi dinh cot séng va cac khép goc chi,
gay giam chuic nang van déng khép, tu dé lam giam
kha nang lam viéc, tang ganh ndng bénh tat, gidam
chat lugng cudc séng va kinh té cta xa hoi [2]. Ngoai
ra, bénh nhan con chiu ganh ndang do tac dung
khéng mong muén clia cac thudc diéu tri.

Nguyén tac diéu tri VSDK la diéu tri toan dién,
da mé thuc cac bién phap khéng dung thuéc (vat li
tri liéu, boi nhat la & bé sudi khoang...) két hop vai
cac bién phap dung thuéc véi muc tiéu giam dau,
kiém soat tinh trang hoat dong bénh bang cac
thubc chéng thap tac dung chdm kinh dién va hodc
thuéc sinh hoc. Muc tiéu can dat cta diéu tri VCSDK
la nham han ché di ching bénh va phuc héi chic
nang van dong khép. G giai doan muodn sé tién hanh
phau thuat chinh hinh cho ngusi bénh. Viéc kiém
soat tinh trang hoat déng bénh la muc tiéu trung
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tam va xuyén su6t clia qua trinh theo déi va diéu tri
bénh. Cac thuéc sinh hoc dong Uic ché TNF alpha ra
doi da mang lai tién lugng t6t cho nhém bénh nhan
nay. Golimumab 1a mét khang thé don dong Uic ché
TNF alpha dugc chi dinh nhiéu trong cac bénh ly
viém khép tu mién dap Ung kém véi diéu tri co ban
nhat la bénh viém cét séng dinh khép. Thudce giup
kiém soat dugc su tién trién cla bénh, thuc su dem
lai chat lugng cudc s6ng cho ngudi bénh. Tai Viét
Nam van con it nghién ctru danh gia két qua diéu tri
cla golimumab & ngudi mac bénh VCSDK. Do d6
ching téi tién hanh nghién ciu dé tai nay nham
muc tiéu: Pdnh gid budc dau két qua diéu tri bénh
nhén viém cdt séng dinh khdp va tac dung khéng
mong mudn cua thudc udc ché TNF alpha nhém
golimumab tai cac thoi diém trudc diéu tri, sau 3
thdng, 6 thang va 12 thang diéu tri thudc.

2. D8i tugng va phuong phap
2.1. Béi tugng

Gém 15 bénh nhan dugc chan doan c6 bénh
VCSDK theo tiéu chudn NewYork stfa d6i 1984 duoc
theo déi quan li diéu tri tai Khoa Néi Co Xuong Khép
- Bénh vién Trung uong Quan d6i 108 tu thang
01/2019 dén thang 09/2020. Déap Uing kém véi diéu
tri co ban: Thudc giam dau NSAIDs, cDMARDs va
tiém corticoid tai chd trong thoi gian 4 tuan nhung
muc d6 hoat dong bénh con cao ASDAS = 2,1 va
BASDAI = 4.
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Tiéu chuan loai trii: Bénh nhan dang c6 nhiém
khudn nang, nhiém trung dang hoat déng (nhu lao,
viém gan vi rat B, C...), c6 cac bénh ly tu mién khac;
suy gan; suy than; bénh nhan khéng déng y tham
gia nghién cuu.

2.2. Phuong phédp

Nghién ctu can thiép, theo déi doc trong 12
thang, danh gia tai cac thai diém: Trudc diéu tri (T,),
sau 3 thang diéu tri (T5), 6 thang diéu tri (Ts), 12
thang diéu tri (T;,). Tat ca cac bénh nhan tham gia
nghién ctu déu dugc hoi bénh, kham bénh toan
dién va theo déi theo mét mau bénh an théng nhat.
Bénh nhan dugc lua chon diéu tri golimumab la
nhitng bénh nhan VCSDK da diéu tri ca ban: NSAIDs,
cDMARDs (Salazopyrin 2g/ngay) nhung muc d6
hoat déng bénh con cao ASDAS = 2,1 va BASDAI = 4.
Cac bénh nhan dugc diéu tri golimumab
50mg/0,5ml tiém dudi da hang thang (vao mot ngay
c6 dinh trong thang).

Cac chi s6 st dung trong nghién ctu: Danh gia
bénh dang hoat déng khi BASDAI = 4 hoac ASDAS =
2,1; Banh gia déap ting diéu tri: Chi sé BASDAI giam >
2 hodc ASDAS giam > 1,1 so véi trudc khi diéu tri,
muc dé hoat doéng chic nang bang chi sé BASFI,
mau lang; bénh nhan dat lui bénh khi BASDAI < 3,8

VCSDK: Muc do dau lung, dau khép ngoai vi, thoi
gian ciing khdp budi sang, mau ldng.

BASDAI (Bath Ankylosing Spondylitis Disease
Activity Index - Chi s6 muc dé hoat déng bénh
VCSDK): Dua trén muic d6 dau cac khdp, viem diém
bam tan, thai gian cing khdép buéi sang.

BASFI (Bath Ankylosing Spondylitis Functional
Index- Chi s6 muc dé anh hudéng hoat dong chuic
nang cda bénh VCSDK): Muic han ché cac hoat déng
thudng ngay cla BN.

2.3. X Ii s6 liéu

SO liéu thu thap dugc xu li bang phan mém
SPSS 20.0. Bién dinh tinh duogc tinh ti 1é va so sanh
cac ti lé bang thuat toan Chi binh phuong; bién dinh
lugng dugc tinh tri s6 trung binh, d6 léch chuén va
s dung thuat toan t-student khi so sanh. Banh gia
hiéu qua diéu tri s dung thuat toan so sanh trudc -
sau. So sanh dugc xac dinh la cé y nghia théng ké
khi tri s6 p<0,05.

3. Két qua
3.1. Bdc diém chung ctia nhém nghién cuu

Bang 1. Dic diém chung cia nhém nghién ciu

va ASDAS < 1. Banh gia céc tac dung khéng mong Dic diém Chi s6
mudn théng qua: Creatinin, GOT/ GPT, tinh trang | Ty |é nam/nU 3:1
nhiém khuan hé hap, nhiém nam, tiéu chay, di iing, Trung binh 332+37
dau cd va nhfmg tac dung khéng mong muodn khé‘c. Tudi (nam) Nho nhat 17
Céc thoi diém danh gi‘é: Tr}jdc diéu tri (To); Sag \diéu' Lén nhat 48
tri 3 thang (Ts); Sau diéu tri 6 thang (Te); Sau diéu tri — — - -
12 thang (Ty»). Thai gian mac bénh trung binh (nam) 42+25
(*) ASDAS (Ankylosing Spondylitis Disease Muc do BASDAI > 4 88,9%
Activity Score): Thang diém muc d6 hoat d@ong bénh | noat dong bénh ASDAS > 2,1 88,9%
3.2. Két qua diéu tri golimumab sau 3, 6 va 12 thdng
Bang 2. Cac chi s6 xét nghiém
Chi sé To T; Te T,
Héng cau (T/1) 4,67 £ 0,56 412+0,12 4,96 + 0,86 460+0,11
Huyét sac t6 (g/l) 137,36 £ 6,23 131,42 £5,20 132 £ 8,01 130,77 £4,38
Bach cau (G/I) 6,96 + 0,56 8,62+1,11 7,23+0,23 7,53 £0,31
Creatinin (umol/I) 60,08 + 3,54 61,33 £4,06 60,47 £4,36 64,66 + 3,62
GOT (U/1) 25,22 + 2,86 39,23 + 3,82 25,34+ 4,67 23,77 £2,93
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| GPT (U/) | 3423+56 | 4023+689 | 3287+423 | 2377+293
Bang 3. Muc dé hoat d6ng bénh danh gi4 tai cac thai diém nghién cdu
Thang diém To Ts Te T:2
Gia tri 4,05+1,30 2,21+1,20 1,74+ 1,05 1,30+ 0,42
ASDAS
% Lui bénh 44,44% 85,7% 98,89%
Gia tri 533+1,39 2,87 £1,22 2,15+0,79 1,30+ 0,34
BASDAI
% Lui bénh 88,89% 98,89% 98,89%
BASFI 6,3+1,37 3,31+1,74 2,33+1,40 1,23+0,36
8
G e BASDA|
2
g cmn ASDAS
£
° BASFI
S
s BASDAI lui bénh
ASDAS lui bénh
Thoi gian
Biéu dd 1. Bién d6i clia miic d6 hoat déng bénh tai cac thai diém danh gia
3.3. Ké{t qUé dlé‘u thdCéC thoi dié,m To, T3, T5 va T]z
Bang 4. K&t qua diéu tri gilra thdi diém T, Ts va Ty, so véi thdi diém T,
T3 TG T‘IZ
Chisé P Chisé p Chisé P
ABASDAI -3,17 £1,15 <0,05 -3,71+1,38 <0,05 -4,01+1,35 <0,05
AASDAS -221+£1,17 <0,05 -2,25+1,36 <0,05 -2,61+1,43 <0,05
ABASFI -5,13 £ 1,61 <0,05 -4,25+ 2,19 <0,05 -3,97 £ 1,76 <0,05

Nhén xét: Mtic d6 hoat dong bénh giam rd & ca ba thang diém BASDAI, ASDAS va BASFI tai cac thai
diém nghién cuu vai p<0,05.

3.4. Céc tdc dung khéng mong muén khi s& dung thuéc golimumab

Bang 5. Tac dung khéng mong mudn khi s&t dung thudc golimumab

Tac dung khéng mong mudn To Ts Te T2
Suy than 0 0 0
Tén thuang gan 0 0 0
Nhiém khuén tiét niéu 0 2 0 1
Pau co 0 0 0 0
Di ung 0 0 0 0
Tiéu chay 0 0 0 0
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Bénh ly ac tinh méi

| 0 0 0

Nhén xét: Khéng ghi nhan dugc cac bién ching
nghiém trong khi s dung golimumab. C6 02 bénh
nhan cé biéu hién nhiém khuan tiét niéu.

4. Ban luan
4.1. Béc diém chung ctia nhém nghién cuu

15 bénh nhan véi tudi trung binh la 33,2 + 3,7
tudi; tudi nhdé nhat 17 tudi, tudi I6n nhat 48 tudi,
nam/n{r = 3/1, thoi gian mac bénh trung binh 4,2 +
2,5 nam, muc d6 hoat dong bénh cao t&i 90% s6
bénh nhan tai thai diém khéi tri golimumab. Két qua
nay cla chung t6i cling phu hgp véi cac nghién clu
trong nudc vai ty 1é gap cht yéu & nam gidi (90%)
I¢a tudi 16 - 30 tudi (90%) [1]. Thai gian mac bénh
trung binh khac nhau gilta cac nghién cuu, phu
thudc nhiéu vao tiéu chudn chan doan ap dung,
tuan tha diéu tri va theo déi cling nhu dac diém
hoat dong bénh trén tung bénh nhan. Cac bénh
nhan dugc lua chon diéu tri vai thudc tc ché TNF
alpha golimumab la nhitng bénh nhan dap ing kém
vdi diéu tri co ban nén muc dé hoat doéng bénh cao
hodc rat cao. Cac bénh nhan dugc diéu tri thudc tic
ché TNF alpha golimumab la nhiing bénh nhan
khong dap Ung vai diéu tri co ban.

4.2. Két qud diéu tri bénh nhan viém
coét séng dinh khdp bang golimumab

Két qua nghién ctu cla ching t6i cho thay cac
bénh nhan déu gidam muc dé hoat dong bénh tur 50
- 60% sau 3 thang diéu tri (d0 gidm cac chi s6
BASDAI, ASDAS, BASFI lan luot la 3,17 + 1,15; -2,21 +
1,17;-5,13 = 1,61 (p<0,05)). Diéu nay cing phu hgp
véi cac nghién ctu thi nghiém lam sang pha 3 GO-
RAISE va GO-AHEAD gidm muc d6é hoat déng bénh
50% (BASDAI 50% va ASA40 tai thdi diém tuan thu
14) [3], [4]. V&i thang diém BASDAI, 88,9% bénh
nhan dugc ghi nhan dat lui bénh véi thang diém
BASDAI ngay tai thai di€ém sau 3 thang diéu tri, con
d6i véi thang diém ASDAS 44,4%. C6 su chénh léch
nay la do ASDAS c¢6 st dung thém moét chi s6 can
lam sang (Mau lang) thay vi chi dua vao cac tiéu chi
lam sang (BASDAI) nén dé dat lui bénh (vé ca xét

nghiém) can thoi gian dai hon. Tuy nhién,
golimumab cai thién ro rét triéu chdng lam sang
ngay tai thdi diém tuan tha 12 cta diéu tri. Ty lé
bénh nhan dat lui bénh tang dan cho téi thai diém
sau 12 thang diéu tri c6 98,89% s6 bénh nhan dat lui
bénh. Trong thi nghiém lam sang GO-RAISE cling
thdy dugc 82,77% s6 bénh nhan dat lui bénh tai
tuan thd 52 va hiéu qua kéo dai t6i tuan thu 104.
Thang diém BASFI cling gidm 50% vao thdi diém T,
va giam ré rét vao thai diém T, cho thay hiéu qua
cla golimumab trong viéc giam anh huéng cla
bénh t&i cdc hoat dong sinh hoat thudng ngay cla
bénh nhan. Thang diém BASFI ch( yéu dua trén cac
hoat dong chiic nang thudng ngay ma khong cé
danh gia cac yéu td can lam sang vi vay phu hgp dé
lugng héa cu thé muic dé dnh hudng clia bénh lén
sinh hoat clia bénh nhan. Diéu nay cling phu hop
vGi két qua thu nhan dugc chia thi nghiém GO-
RAISE va GO-AHEAD. So véi cac phuang phap diéu
tri co badn (DMARDs c6 dién, NSAIDs liéu t6i da va
tiém tai chd), golimumab cé tinh uu viét hon vi
danh vao dich dén cu thé trong ca ché bénh sinh
cla bénh, chinh vi vady mang lai hiéu qua dat lui
bénh ro rét.

4.3. Tdc dung khéng mong muén gap phdi
khi s& dung thuéc golimumab

Bén canh tac dung khéng mong mudn la
nhiém khuan va ung thu thi phat, golimumab con
¢ moét s6 tac dung khéng mong muén khac nhu
suy tim, tén thuong gan, gidm ba dong té bao
mau... Trong nghién cliu cla chdng téi, tat ca cac
bénh nhan tai cac dot diéu tri déu dugc tam soat
nguy co nhiém khudn bang céng thic mau, nudc
ti€u 1 mau va cdy khuan niéu (néu nghi ngd nhiém
khuén tiét niéu), chiic nang gan, than..., song song
véi gido duc nhan thic cho bénh nhan vé du phong
nhiém khuan va st dung cac thudc diéu tri phéi hop.
C6 02 bénh nhan ¢6 biéu hién nhiém khuan tiét niéu
(v6i bach cau niéu duong tinh, nitrit niéu am tinh,
cdy khuan niéu am tinh) sau 3 thang dung thuéc
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golimumab, dugc diéu tri khang sinh nhém
quinolon dudng udng trong 5 - 7 ngay dap Ung
bach cau niéu am tinh. Khéng c6 trudng hgp nao co
tac dung khéng mong mudén nang (trong cac nghién
clru thdr nghiém khéc cé khoang 26% sé bénh nhan cé
it nhat tir 1 tdc dung khéng mong mudén nang tré 1én,
hay gap nhat la viém phai) [4], [5].

5. Két ludn

Cac bénh nhan viém cét song dinh khdép dap tng
toét vGi diéu tri nhém thuéc tc ché TNF alpha
(Golimumab): Dat lui bénh & thang tha 3 dung thuéc
ca trén lam sang va can lam sang. Két qua diéu tri nay
ti€p tuc duy tri su6t 12 thang diéu tri. Tac dung khong
mong muén cta thuéc trong nghién ctu la nhiém
khuan tiét niéu (2 bénh nhan) va déu dugc kiém soat
sdm tinh trang nhiém khuan nay. Tuy nhién, VCSDK la
bénh man tinh, tu mién nén can tiép tuc theo déi lau
dai d€ han ché di chiing clia bénh va tac dung khéng
mong muén cla thudc.
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