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THU'C TRANG KHONG PAP ('NG VO'1 THUOC ADALIMUMAB VA MQT SO
YEU TO LIEN QUAN TRONG PIEU TRI VIEM COT SONG DINH KHO'P

TOM TAT

Muc tiéu: Xac dinh cac yéu t6 du doan khong
dap Ung vdi thudc Adalimumab va mot s6 yéu to lién
quan dén tinh trang khéng dap Ung vdi thudc
Adallmumab trong viém cot song dinh khdp Doi
tugng va phuang phap nghién ciru: Nghién citu
mo ta, t|en clfu trén 35 bénh nhan dugc chan doan
viém cot s6ng d|nh khdp theo tiéu chuan New York
stra doi (1984) va c6 chi dinh diéu tri bang thudc
Adalimumab theo tiéu chuan ASAS/EULAR 2016 tai
Trung tdm Co Xudng Khdp, Bénh vién Bach Mai tu
thang 8/2018 dén thang 8/2022. K&t qua: Ty Ié bénh
nhan khéng dap Ung véi thubc Adalimumab: 22,9%,
trong do ty lé khong dap Ung nguyén phat 8,6% va
khong dap u‘ng th(r phat: 14, 3%. Chua thay m0| I|en
quan gilra cac dac dlem Idm sang va can lam sang cla
bénh nhan viém cot song dinh khdp g|Lra nhém dap
Lrng va nhém khong dap (ing vdi thudc Adalimumab.
K&t luan: Ty € bénh nhan khong dap Ung véi thudc
adalimumab: 22,9%. Chua thay mai lién quan. glu’a sy
khong dap u’ng thuoc adallmumab v6i mot s6 yéu to
nhu tudi, gidi, thai gian méc bénh, ton thu‘dng khdp
ngoai vi, HLA B27, ASDAS-CRP, khong tuan thu diéu
tri, phoi hqp methotrexat trong 'dieu tri viém cot s6ng
dinh khép. Tr khoa: Viém cot sdng dinh khdp, thudc
adalimumab, khang tri vdi thudc.

SUMMARY
CURRENT STATUS OF NON RESPONSE TO
ADALIMUMAB IN ANKYLOSING

SPONDYLITIS MANAGEMENT

Aims: To determine the prevalence of non -
response to adalimumab and other factors related to
the non - response to adalimumab in Ankylosing
spondylitis patients. Subjects and methods:
longitudinal, descriptive study in patients received
adalimumab in Ankylosing spondylitis at Bach Mai
Hospital from August 2018 to August 2022. Results:
In this study of 35 ankylosing spondylitis patients
(80,0% male, 27,9 £+ 11,8 years of age), the
percentages of primary lack of response (PLR) was
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8,6% and secondary lack of response (SLR) - 14,3%
respectively. Conclusions: The percentage of non -
response to adalimumab in our Ankylosing spondylitis
patients was 22,9%. No correlation was found
between non - response to adalimumab and male sex,
older age, disease duration, peripheral arthritis, HLA
B27, ASDAS-CRP, medication  non-adherence,
concomitant methotrexat of ankylosing spondylitis
patients under adalimumab. Keywords: adalimumab,
lack of response (PLR), secondary lack of response
(SLR), Ankylosing spondylitis.

I. DAT VAN DE

Viém c6t song dinh khdp (VCSDK) chiém ti I1é
cao nhat trong nhom bénh viém khdép cot séng
thé truc, bi€u hién bdi tinh trang viém tién trién
man tinh chd yéu & cot song, khdp cung chau,
khép hadng va cd thé & cac khdp ngoai vi. Néu
khong dugc diéu tri sém va kip thdi, ngugi bénh
nhanh choéng bi bién dang cbt s6ng va cac khdp
ngoai vi, lam gidam chat lugng cudc s6ng [1].
Adalimumab la khang thé don dong IgGl cua
ngudi tai t& hap, thuéc nhém thubc khang TNF-
a, dudc khuyén cdo s dung & nhiing bénh
nhan VCSDK c6 muic d6 hoat dong bénh cao kéo
dai, that bai vdi diéu tri co ban [2]. Trén thé gidi,
da cb nhiéu nghién citu khang dinh hiéu qua va
tinh an toan cla thudc adalimumab trén bénh
nhan VCSDK[3]. Tuy nhién ti Ié khang tri vdi
adalimumab & bénh nhan VCSDK dao dong 25-
42% [4,5]. Khang tri vdi thudc adalimumab bao
gom khang tri nguyén phat va khang tri thd
phat, nguyén nhan c6 thé do bénh nhan (di
truyén, 16i s6ng) hoac do bénh (giai doan hoat
ddng bénh, thé bénh), do thubc (dugc luc hoc,
tinh sinh mien dich) va chién Iugc diéu tri (phac
dd dung thudc, liéu phap phdi hgp). Nghién cliu
ctia Runsheng Wang nam 2022 gom 1899 bénh
nhan trong 10 th& nghiém ldm sang, cho thay
khang tri vé&i thuéc khdng TNF-a trong VCSDK lién
quan: gic’fi tinh nit, tudi I6n han, BMI cao, thdi
gian mdc bénh dai, HLA-B27 (-), CRP ban dau
thap [6] o} Viét Nam, da cé nghién ciu vé hiéu
qua va tinh an toan cuta thudc adalimumab trong
diéu tri bénh VCSDK. Tuy nhién, chua cd nghién
clru nao danh gid veé tinh trang khéng dap (ng véi
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thuéc Adalimumab & bénh nhan VCSDK. Vi vay,
ching toi ti€n hanh nghién clfu nay véi muc tiéu:
Xac dinh cac yéu t6 du doan khong dap Ung véi
thudc Adalimumab va mot s6 yéu to lién quan dén
tinh trang khong dap Ung vdi thuéc Adalimumab
trong viém cot song dinh khdp.

1. DOl TUONG VA PHU'ONG PHAP NGHIEN CU'U

2.1. Poi tugng nghién ciru

Tiéu chudn lua chon:

- Bénh nhan > 16 tudi.

- Bénh nhdn dugc chadn dodn xac dinh
VCSDK theo tiéu chudn New York stra d6i (1984)

- Bénh nhan VCSDK c6 chi dinh diéu tri véi
thudc adalimumab

- Thdi gian theo ddi t6i thiu 24 tudn déi véi
bénh nhan c6 dap U'ng vdi adalimumab

- C6 day du hd so bénh an va cac chi tiéu
nghién clfu trong ho sa bénh an.

- Bénh nhan déng y tham gia nghién c(ru.

Tiéu chuén loai tri: BEnh nhan ¢ chdng
chi dinh véi thudc adalimumab

2.2. Phuong phap nghién ciru

Thiét ké nghién cuu: nghién cdu mo t3,
ti€n cu. _ B

C6 mau: Chon mau toan bo.

Cac chi s6 nghién ciuu:

- Tai thdi diém bt dau dung thubc sinh hoc:
tudi, gidi, danh gid mirc dd hoat ddng bénh theo
diém ASDAS- CRP, HLA B27.

- Bénh nhan cd tuan thd, khong tuan tha
diéu tri thudc adalimumab [7]:

» Tuan thu diéu tri: BEnh nhan dén kham va
diéu tri ding hen theo chi dinh ctia bac si diéu tri.

» Khong tuan tha diéu tri: BEnh nhan khong
dén kham theo hen dé& dung thuéc, bénh nhan
tu y bd thudc, tu y gian liéu, gidm liéu khong
theo chi dinh cta bac si.

»Bénh nhan tuan tha diéu tri tot: SO lugt
tudn thu diéu tri chifm > 80% tdng s6 lugt diéu
tri, néu <80%: bénh nhan khong tuan thu diéu tri.

- Bap Ung diéu tri: Bénh nhan cd ASDAS-
CRP sau diéu tri <1,3 (bénh khéng hoat dong).
Hodc hiéu s6 ASDAS-CRP trudc va sau diéu tri:
AASDAS-CRP > 1,1.

- Khéng dap 0'ng nguyén phat: 12 tuan diéu
tri véi thudc adalimumab: Hiéu s6 ASDAS-CRP
trudc va sau diéu tri: AASDAS-CRP < 1,1.

- Khong dap Ung th(r phat: bénh nhan da
dat dugc dap ng ban dau diéu tri, nhung bi tai
phat hoat dong sau do6 khi dang ti€p tuc duy tri
diéu tri vdi thuoc khang TNF-a: ASDAS-CRP > 2,1

Quy trinh nghién ciu: Cac bénh nhéan
chdp nhan tham gia nghién clru 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 adallmumab va moi 6 thang mot [an;
sang loc nhiém khuén & timg [an vao vién dleu
tri, thu thap s6 liéu vao bénh an nghién clru
thGng nhat.

Adalimumab: 40mg/0,8ml. Liéu lugng: tiém
dudi da 40mg/lan, moi 2 tuan 1 lan. Bdo quan 2
— 80C.

- Thoi diém TO0: Thdi diém bat dau diéu tri
vGi adalimumab.

- Thdi diém 12 tudn (T12): Xac dinh bénh
nhan khong dap (ihg nguyén phat vdi adalimumab.

- Thai diém Tn: Thai diém xudt hién khéng
dap Ung th& phat hodc thdi diém dimg diéu tri
v@i thuGc Adalimumab.

Phuong phap phan tich théng ké: S6 liéu
nghién c'u dudc nhap vao may tinh va phan tich
dugc tién hanh dua trén phan mém SPSS 20.0.
S dung so sanh ti 1€ bang test Khi binh phuong,
test Fisher’s exact (khi tan s6 mong ddi nhé haon
5); so sanh trung binh bdng phucng phap kiém
dinh ANOVA.

Ill. KET QUA NGHIEN CU'U
3.1. Ty lIé khong dap orng véi thudc
adalimumab ctia nhém bénh nhan nghién ciru
- Nghién cu gobm 35 bénh nhan VCSDK
dugc diéu tri béng adalimumab vdi bénh nhan
nam chiém da s6 (80,0%).

40%
n=14

28, 6
10“/
11, 4"/.:

Biéu tfo 3 1: Bac dlem vé tu01 cua nham
bénh nhén nghién cuu J thoi diém bat diu
diéu tri voi adalimumab (N = 35)

Nhdn xét: Tudi trung binh cia cac bénh
nhan tai th&i diém bat dau diéu tri Vi
adalimumab 1a: 27,9 £ 11,8 (tudi), ch yéu & dd
tudi < 20 tudi (chiém 40%)

Bang 3.1: Ty Ié khang tri voi thuéc
adalimumab cua nhom bénh nhadn nghién
ctru (N= 35)

Pap rng véi thudc So bénh| Ty lé
adalimumab nhan %
Co dap Ung 27 77,1
Khong dap Ung nguyén phat 3 8,6
Khong dap Ung th( phat 5 14,3

Nhadn xét: C6 8/35 bénh nhan VCSDK
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khéng dap Ung vGi thudc adalimumab (chi€ém ty
18 22,9%).

62,5%
Khing n=5
dap Gng
22,9%
n=8

Cé dap ung
77.1%

= 37.5%

n=3

Khoéng dap irng nguyén phat
Biéu db 3.2: So sanh ty 1é khadng tri nguyén
phat va tha phat voi adalimumab J bénh
nhdn VCSDK (N=35)

3.2 Cac yéu to lién quan dén su khong
dap Ung véi thuoc adalimumab trong viém
cot song dinh khép

Bang 3.2: Méi lién quan giida dic diém
1dm sang va can lam sang cua bénh nhan
VCSDK tai thoi diém bat diu dung thuéc
adalimumab va su’ khéng dap irng voi thuéc

Khoéng dap tng thir phat

N Pap «rng |[Khong dap
Yeu to (n=27) |itng (n=8)| P
Gidi nam: n (%) [22(81,5%)| 6(75,0%) | 1
TuBi (ndm) (X£SD)|27,9+12,1] 28,3+11,5 0,94
Thai gian mac
bénh (namy(Xesp)| 38%54 | 43%38 (0,82
Thdi gian diéu tri
vGi adalimumab |58,8+35,2| 25,2+23,2 |0,02
(tuan) (X+SD)
T6n thuang khdp
ngoaivi: n (%) |22BL5%)|  4(50%) 0,16
HLA B27 (+): n(%)|18(66,7%)| 5(62,5%) | 1
ASDAS-CRP(X£SD)| 3,6+0,7 | 3,1+0,3 0,08
Khong tuan thu
didu tri: n(%) 10(37,0%)| 4(50%) (0,69
Ph&i hop MTX: n(%)| 4(14,8%) | 2(20%) 0,94

Nhéan xét: Nhom bénh nhan khong dap (ing
cd thdi gian diéu tri trung binh: 25,2 + 23,2
(tudn). Cac d&c diém ldm sang va cén 1dm sang
clia nhédm bénh nhan VCSDK dap (ng va khong
dap Ung véi Adalimuab co6 su’ khac biét khong cd
y nghia théng ké (p > 0,05).

IV. BAN LUAN

Nghién cru gém 35 bénh nhan VCSDK dugc
diéu tri bdng Adalimumab v&i bénh nhan nam
chiém da s6 (80,0%). Tudi trung binh cla bénh
nhdn tai th&i diém bat dau diéu tri Vvdi
Adalimumab la: 27,9 + 11,8 (tudi), chu yéu & dd
tudi < 20 tudi (40%). Ti 1& khéng dap (ng Vi
thu6c Adalimumab trong diéu tri viém cot song
dinh khdp: 22,9%, thap han nghién clru cua Atul
Deodhar va cdng su ndm 2017: tdng hop 21
nghién clfu lién quan cho thay sau 2 nam, ti 1€
khéng dap Ung khoang 25 — 42% [4]. Trong
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nghién cfu cla chdng t6i, s6 bénh nhan khong
dap Ung th& phat chiém 62,5% s6 bénh nhan
khong dap (ng vdi Adalimumab, tuagng dong vdi
nghién clru ciia Mansour Alazmi nam 2018, vdi
249 bénh nhan viém khdp cot sdng diéu tri bang
thudc khang TNF-a, bénh nhan khong dap Ung
thr phat chiém 60% s6 bénh nhan khong dap
Ung [5]. V& van dé khang thé khang thudc,
nghién clu Eva L Kneepkens trén 115 bénh nhéan
viem cot s6ng dinh khdp diéu tri Vdéi
Adalimumab, sau 24 tuan, phat hién 27% bénh
nhan c6 khang thé khang adalimumab, cd lién
quan dén khong dap Ung vdi Adalimumab [7].
Trong nghién clu cta chung t6i: 22,9% bénh
nhan khéng dap (ng sau khi diéu tri vdi
Adalimumab: 25,2 + 23,2 (tuan), tuy nhién
nghién cltu chua dinh lugng dudc khang thé
khang thudc.

Nghién cru ctla Runsheng Wang nam 2022
goém 1899 bénh nhan trong 10 th& nghiém lam
sang, cho thay khang tri véi thuéc khang TNF-a
trong VCSDK lién quan: giGi tinh nit, tudi 16n
han, BMI cao, thdi gian mdc bénh dai, HLA-B27
(-), CRP ban dau thap [6]. Trong nghién cltu
nay, ching téi chua thay mai lién quan gilra su
khong dap Ung thuéc Adalimumab véi mot s6
yéu t& nhu tudi, gidi, thdi gian mic bénh, ton
thuong khdp ngoai vi, HLA B27, ASDAS-CRP,
khong tuan thu diéu tri, phoi hgp methotrexat
trong diéu tri VCSDK. Ly giai di€u nay, mét phan
do ¢@ mau cta nghién cru chua du Ién.

Nghién cru clia chdng t6i chi thuc hién tai
Trung tam Cd Xudng Khdép Bénh vién Bach Mai
V@i s6 lugng bénh nhan khong I8n, va chua thuc
hién dugc dinh lugng khang thé khang
Adalimumab, ndng d6 Adalimumab trong mau dé
¢ cai nhin téng quan, chinh xac hon vé khdng
dap Ung, dac biét la khong dap (ng thd phat vai
Adalimumab & bénh nhan VCSDK. Hi vong trong
thai gian tdi, sé cd cac nghién clru da trung tam
vGi sO lugng bénh nhan I6n han va trong thdi
gian dai han dé danh gid ding thuc trang khéng
dap Ung véi Adalimumab trong diéu tri VCSDK &
nudc ta.

V. KET LUAN

- Ty Ié bénh nhan khong dap Ung vdi thudc
adalimumab: 22,9%, trong do ty Ié khong dap
ng nguyén phat: 8,6% va khong dap Ung th(
phét: 14,3%.

- Chua thdy méi lién quan gitta gidi, tudi,
thdi gian mac bénh, tén thuong khdp ngoai vi,
HLA B27 (+), ASDAS-CRP, phbi hdgp vGi
methotrexat va su' tuan tha diéu tri vdi tinh trang
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khong dap (ng vd@i adalimumab & bénh nhéan
VCSDK.
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XAY DUNG QUY TRINH REAL-TIME PCR HIGH RESOLUTION MELTING
XAC PINH BIEN THE DPYD*2A TREN GEN DYPD
LIEN QUAN CHUYEN HOA THUOC FLUOROPYRIMIDINES

Nguyén Uéc Nguyén'?, Nguyén Minh Ha', Ngé Quaoc Pat?,
Nguyén Hung Thinh!, Nguyén Hitu Ngoc Tuén!

TOM TAT

Gidi thiéu: Bién thé di truyén DPYD*2A trén gen
DPYD gdy ra sy suy giam chlic nang enzyme
dihydropyrimidine dehydrogenase (DPD), anh hudéng
manh mé dén qua trinh chuyen hoa thudc
fluoropyrimidines trong t& bdo ciing nhu su tich luy
doc tinh, de doa tinh mang ngu’dl dung H|ep hoi Dugc
Di truyen (CPIC) da khuyen cao rang cac bénh nhéan
can dudc thuc hién xét nghlem xac dinh bién thé
DPYD*2A trudc khi tiép nhan dieu tri VGi
fluoropyrimidines. Hién nay, cac xét nghlem ky thuat
phan t&r dong vai tro quan trong trong Xac dinh bién
thé di truyén, tuy nhién, do chi phi thuc hién con cao,
nhiéu bénh nhan chua the dé dang tiép can va thu’c
hién. Van dé nay cling dan dén su chan chir va tri
hodn clia cac bac si Idm sang trong viéc ra chi dinh
xét nghiém va diéu chinh lieu fluoropyrimidine ban
dau. Viéc xay dung mét quy trinh ky thuat phan tu
tlen Igi, tiét kiém thai glan vGi mifc gia phai chang va
van dam bao do tin cdy cao nhu real-time PCR High
resolution meltlng (HRM) xac dinh bién th& DPYD*2A
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1a kip thdi va can thiét trong hd trg bac si 1dm sang
quan ly hiéu qua tinh trang ngd doc fluoropyrimidines
cling nhu gitp bénh nhan ung thu loai bé ganh nang
kinh t€ khi thuc hién xét nghiém di truyen Muc tiéu:
Xay dung quy trinh real-time PCR HRM xac dlnh bién
thé DPYD*2A trén gen DPYD lién quan chuyen hoa
fluoropyr|m|d|nes Doi tugng va phuong phap
nghlen clru: Xay dung cac DNA plasmid ching gia
1ap cac kiéu gen bién thé DPYD*2A béng perdng phap
tao dot bién co6 dinh erdng va tao dong tu' chinh mau
mau nger| t|nh nguyén tham gia ngh|en clu. Ung
dung phan mém tin-sinh hoc thiét ké cap doan moi va
tién hanh danh gid do déc hiéu doan m0| da thiét k&
khi tham gia phan (hg khuéch dai viing gen DPYD
quan tam. Tién hanh danh gia do chinh xac va kha
nang phan biét t6t cac kiéu gen bién thé DPYD*2A.
Két qua: D3 tao thanh cong DNA plasmid alen G
(wild-type) va alen A (bién the) dé ddng vai tro la cac
mau cerng ki€u gen bién th& DPYD*2A. B3 xdy dung
thanh c6ng quy trinh real-time PCR HRM xac dinh b|en
th& DPYD*2A trén gen DPYD, cu thé: (|) Quy trinh xay
dung cé kha nang phan blet thanh cong 3 loai kiéu
gen khi phan tich bang biéu do derivative melt curves,
aligned melt curves va difference plot; (ii) Quy trinh
xay dung cé két qua Tm dat d6 chum cao khi phan tich
vGi DNA plasmid chu’ng vGi %CV tir 0,05 dén 0,06%.
Két luan: Quy trinh xay dung dugc c6 thé dua vao
u‘ng dung xac dinh bién thé DPYD*2A trong nghlen
cru. Budc dau ufng dung k¥ thuat sinh hoc phan tor de
khao sat dic diém di truyén DPYD*2A & quan thé
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