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tucng hap tot véi két qua gidi phau bénh trong
x€p giai doan vai kappa = 0,83. D6 chinh xac
cla cat I8p vi tinh trong xép giai doan la
89,53%. Ty Ié xép hang budu (25,58%) va x€p
hang hach (25,57%) chua chinh xac con tugng
doi cao tuy nhién do phan I6n trudng hop la T3-
T4 v6i DOI > 10mm do d6 khi x€p giai doan
TNM két qud khdéng bi thay doi nhiéu. Nhin
chung xép g|a| doan TNM theo AJCC van 1a hé
thong don glan dé st dung trong chan doan
ung thu hoc mleng CT van la phuang tién hitu
ich va hiéu qua trong chan doan giai doan ung
thu hdc miéng, déc biét trong chan doan DOI va
hach xam Ian vé bao — nhiing yéu t6 tién lugng
xau d6i vdi bénh.

V. KET LUAN

D3c diém hinh anh ung thu hoc mleng la dang
ton terdng choédn chd bat thudc can quang chu
yéu la bat thudc khdng ddng nhat. Budu cd kich
thudc trung binh 46,7+1,25mm, DOI trung binh
14,03 + 6,8mm. Ty I& hach c6 di cdn 50,58% trong
do ty 1€ hach xam 1an vo bao la 15,69%.

CT ¢ tudng quan manh vdi GPB sau mé&
trong danh gia DOI véi r = 0,84. Gid tri CT chén
doan hach cd di cdn [An lugt 1a: d6 nhay
84,21%, do dac hiéu 58,69%, gia tri tién doan
duang 36,78,%, gia tri tién doan am 92,94%, do
chinh xac 64,53%. Gid tri CT chadn doan hach
xam 18n vo bao clia chup cét I8p vi tinh [an lugt
nhu sau: do nhay 81,82%, do dac hiéu 97,12%,
gié tri tién doan duong 87,1%, gia tri tién doan
am 95,74%, d6 chinh xac 94,19%. CT c0 vai tro
hd trg thdm kham 1am sang trong chan doan
hach xam 1dn vo bao, gép phan lam tang do

nhay va dd chinh xac trong viéc chan doan giai
doan trudc phau thuat.
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Nguyén Thi Nhu Hoa', Nguyén Thi Van?

nhan viém cot song dinh khdp. PO6i tugng va
phudng phap nghién ciru: Nghién ciu tién clru két
hgp mot phan hoi cu trén 66 bénh nhan viém cot
song dinh khdp dugc diéu tri bdng secukinumab tai
Trung tam Cd xuong khdp Bénh vién Bach Mai tu
thang 01 nam 2019 dén thang 06 nam 2022. Két
qua: Cé 28,8% bénh nhan khoéng dap (ng vdi thudc
secukinumab (19/66 bénh nhan), trong dé 7,6%
khong dap ng nguyén phat va 21,2% khong dap Ung
th(r phat. Co su lién quan gitfa viéc tuan tha diéu tri
vdi tinh trang khéng dap Ung vdi thubc secukinumab.
Bénh nhan khong tuan tha diéu tri sé cé ty 1€ khong
dap Ung th{r phat vdi thuéc cao han so vdi nhitng
bénh nhan tuan thd diéu tri (p < 0,05). K&t luan:
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Secukinumab c6 hiéu qua cao trong diéu tri VCSDK
nhung van c6 28,8% bénh nhan gdp tinh trang khong
dap {ng. Tinh trang khong dap (g vai thudc cao han
G nhém benh nhan khong tuan thu diéu tri. Vi vay, dé
dat hiéu qua diéu tri tét nhat, cac benh nhan VCSDK
can dugdc nhan vién'y té& tu van vé sy tién trlen cua
bénh, k& hoach diéu tri va theo ddi lau dai dé g|up
bénh nhan tun thu diéu tri t6t hon. Td’ khda: Viem
ot s6ng dinh khdp, secukinumab, khong dap (ng.

SUMMARY
FACTORS ASSOCIATED WITH NON-RESPONSE
TO SECUKINUMAB IN PATIENTS WITH

ANKYLOSING SPONDYLITIS

Objectives: Identification of some factors
associated with non-response to secukinumab in
patients with ankylosing spondylitis. Subjects and
methods: Descriptive, Retrospective combined with
prospective study in 66 patients received secukinumab
medication in Rheumatology Department at Bach Mai
Hospital from January 2019 to January 2022. Results:
Out of a total of 66 patients participating in the study,
there were 19 non-responders (28,8%), 5 of which
were primary non-responders (7,6%) and 14 were
secondary non-responders (21,2%). There was a
correlation between poor responses and patients
nonadherence to treatment. Non-adherent patients
wil  have a higher rate of secondary
nonresponsiveness to medication compared with
compliant patients (p < 0,05). Conclusion:
Secukinumab was highly effective in the treatment of
Ankylosing Spondylitis but 28,8% of patients was no
response. Non-responsiveness to medication was
higher in the non-adherent group. Therefore, in order
to achieve the best treatment effect, patients with
Ankylosing Spondylitis need to be consulted by
medical staff about disease progression, treatment
plan and long-term follow-up to help patients better
adhere to treatment. Keywords: Ankylosing
Spondylitis, secukinumab, non-responders.

I. DAT VAN DE

Viém cot song dinh khdp (VCSDK) la mot
bénh ly khdp viém man tinh thudng gap, dugc
x€p vao nhom bénh ly viém khdép cot séng thé
truc. Bénh gdp chu y&u & nam gidi tré tudi. Triéu
chirng dac trung la hoi chirng clung chau — cot
song, h6i chirng bam tan (viém cac vi tri bam
clia gan) va cac biéu hién ngodi khép & nhiing
mic do khac nhau nhu viém mang b6 dao, viém
ruft va vay nén. Bénh bi€u hién bdi dau va clng
cot song tién trién man tinh dan dén dinh khép,
hau qua cuGi cung la tan phé. Cac thudc chdng
viém giam dau khong steroid (NSAIDs) la lua
chon dau tién giup diéu tri triéu chirng clia bénh
VCSDK nhung khdng lam thay d6i su tién trién
cta bénh. Nhém thudc chéng thap khdp tac
dung cham (Disease Modifing Anti Rheumatic
Drugs-DMARDs) nhu sulfasalazine va
methotrexate it c6 hiéu qua trong diéu tri VCSDK
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d3c biét 1a VCSDK thé truc.

Su’ ra ddi clla cac nhom thudc sinh hoc vao
cudi thé ki 20 da tao ra mot budc ngoat Ién,
nang cao hiéu qua diéu tri, lam thay d6i su tién
trién cua bénh VCSDK bén canh viéc cai thién
cac triéu chiing cho bénh nhan. Nhéom thudc
khang TNF-a la nhdm thubc da dugc sir dung
rong rai ca thap ki qua vdi hiéu qua da dugc
chirng minh. Tuy nhién, khoang 30- 40% bénh
nhan VCSDK khong dap Ung véi thubc khang
TNF-a nguyén phat hodc th{r phat do tac dung
cta thudc giam dan theo thai gian, khong dung
nap véi thuGc hoac gap tac dung phu trong qua
trinh diéu tri phai dimng thudc [1]. Su hi€u biét
day da hon vé cg ché bénh sinh va con dudng
IL23/IL17A 1 cd sd cho su ra ddi cia nhom
thudc khang IL 17A nhu secukinumab véi cd ché
ngan chan IL-17A gan vdi thu thé ciia nd qua do
(rc ch& qud trinh gdy viém va lam gidm ton
thuong khdp [2]. Trén thé gidi, cac nghién clru
da cho thay secukinumab cé hiéu qua cao trong
kifm sodt su tién trién cua bénh VCSDK, lam
giam két cuc d€ lai cac di ching tai cft sdng va
khdp hang, song van c6 mot ty 1€ nhat dinh cac
bénh nhan khong dap (ng véi thudc. Tai Viét
Nam, thubc secukinumab da dugc dua vao diéu
tri VCSDK tir ndm 2016 va cé mét s6 nghién clu
da danh gia hiéu qua cua thuGc trong diéu tri
bénh nhan VCSDK. Tuy nhién, chua cd nhiéu
nghién c(u tim hiéu chuyén siu vé cac yéu td
anh hudng téi tinh trang khéng dap (ng vdéi
thudc secukinumab trong diéu tri cdc bénh nhan
VSCDK. Do vay, chung t6i tién hanh nghién clru
nay nham muc tiéu: Xdc dinh cdc yéu té lién
quan dén su’ khéng dap ung vdi secukinumab J&
bénh nhén viém cot séng dinh khdp.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU

2.1. Poi turgng nghién ciru. Nghién clu
thuc hién trén 66 bénh nhan VCSDK dugc diéu
tri véi thudc secukinumab tai Trung tdm Cd
Xuong Khdp, Bénh vién Bach Mai tUr thang
01/2019 dén thang 6/2022.

Tiéu chudn lua chon:

- Bénh nhdn dugc chdn dodn xac dinh
VCSDK theo tiéu chuan ACR-1984 va dugc diéu
tri bang secukinumab (t8i thi€u 6 thang hodc dén
khi dirng thudc do khong dap (rng) tai Trung tam
Co Xuang Khdp, Bénh vién Bach Mai.

- Bénh nhan dong y tham gia nghién c(u.

Tiéu chuén loai tra:

- Bénh nhan khong du thdi gian theo doi:
dudi 6 thang do6i véi bénh nhan con dap (ng vdi
diéu tri secukinumab.
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- Bénh nhan hoi cttu khéng cé du cac dit liéu
cho nghién clu.

2.2. Phuong phap nghién ciru

- Nghién clru mo ta, tién ciu két hgp mot
phan hoi clu.

2.3. Cac chi s6 nghién ciru

- Théng tin chung ctia bénh nhan: Tudi, gidi,
thdi gian mac bénh, tién st diéu tri thudc khang
TNF-a trudc dap Ung vdi thudc khang TNF-a
trudc dé.

- Cac d3c diém 1am sang, can ldm sang: s6
khdp, cot séng dau, mdc dd dau qua thang diém
VAS, HLA B27, nong do CRP-hs, mic d6é hoat
ddng bénh theo thang di€ém ASDAS-CRP.

- MGt s6 khai niém [3]:

+ Khong dap 'ng nguyén phat: Sau 3 thang
diéu tri bdng thubc secukinumab, bénh nhan
khong dat dugc diém ASDAS-CRP < 2,1 (tudng
Ung véi mic d6 hoat dong nhe hodc khéng hoat
dong) hodc hiéu s6 cla chi s6 ASDAS-CRP < 1,1.

+ Khéng dap (ng thir phat: Sau khi bat dau
diéu tri, bénh nhan da dat dudc trang thai bénh
khong hoat dong hoac hoat dong nhe (ASADAS-
CRP < 2,1). Sau mét thdi gian diéu tri, bénh tai
hoat dong trd lai (ASDAS-CRP > 2,1).

+ Tuan tha diéu tri: bénh nhan dén kham va
diéu tri dung hen (> 80% so lan diéu tri), néu co
gian liéu thudc la theo chi dinh cla bac si.

+ Khong tuan tha: cac lugt diéu tri sai hen,
bénh nhan tu gian liéu khong tuan theo chi dinh
cla bac si.

+ Gian lieu: Khoang cach gilra hai [an dung
secukinumab kéo dai han khuyén cdo cla nha
san xudt ma khong do chi dinh cta bac si.

+ Bénh nhan sé dugc theo ddi, danh gia
hiéu qua diéu tri qua moi lan diéu tri theo mot
mau bénh an thong nhat lién tuc dén thang 06
ndm 2022 hodc dén khi dirng thuéc do khong
dap Ung:

- TO: Thoi diém bat dau diéu tri secukinumab.

- T3: Thdi diém 3 thang sau khi diéu tri
secukinumab.

- Te: Thdi diém ngirng diéu tri secukinumab.

2.4. Phuong phap phan tich thong ké.
Thong ké mo t4, bao gom gia tri trung binh, do
léch chudn, min - max, tan s6, ty 1& phan trdm,
moGi tuong quan cho cac bién s6 nghién ctu. Tat
ca cac sO liéu théng ké dugc phén tich bang
phan mém SPSS 20.

Ill. KET QUA NGHIEN cU'U
3.1. Pac diém chung cia nhém nghién
clru

S8 bénh nhan
60

50

10 53%
n-35 40,9%
30 n=27
20
10 6,1%
n=4
16-29 tudi 30-49 tudi > 50 tudi

Biéu db 3.1. Pac diém vé tubi cua nhom
nghién citu (n=66)

Nhan xét: 66 bénh nhan trong nghién cliu
6 tudi trung binh 13 30,2 + 10,9, th3p nhat 1a 16
tudi, cao nhat la 62 tudi. Nhdém bénh nhan tir 16
- 29 tudi chiém ty 1& cao nhét la 53%. ,

Bang 3.1. Pac diém vé thoi gian mac
bénh cua nhom nghién cuu

Thai gian mac N = 66
bénh (nam) | S6 bénh nhan (n) [Ty lé (%)
<1 nam 6 9,1
1-5ndm 31 47
5-10 ndm 18 27,3
> 10 nam 11 16,6
X = SD 55 £ 5,8 (Min: 0,3; Max: 30)

Nh3n xét: Thoi gian mac bénh trung binh
cta nhém nghién ciu la 5,5 £ 5,8 ndm, ngdn
nhat 1a 3 thang, dai nhat la 30 nam. Bénh nhan
6 thdi gian mac bénh tir 5 -10 ndm chiém ty 1é
cao nhat la 27,3%.

n=8
%

Biéu dé 3.2. Pac diém gidi tinh cia nhém
nghién citu (n=66)

Nhan xét: BEnh nhan nam gidi chiém da s6
trong nhém nghién ctru: 87,9%, ty Ié nam/nir =
7/1.

Bang 3.2. Pdc diém diéu tri thuéc
khang TNF-a cua nhom nghién cuu

@ Nam
O NG

N = 66
Piéu tri khang TNF-a | S6 bénh | Tylé
nhan (n) | (%)
6 Chuyé:n dc“):i 1 thubc 22 33,3
Chuyén doi 2 thubc 5 7,6
Khong 39 59,1

Nhan xét: Trong nghién ciu cd 39/66 bénh
nhan chua diéu tri thuéc khang TNF-a. Co 7,6%
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bénh nhan da tirng diéu tri thuéc khang TNF-a
va chuyén ddi 2 thuéc.

Bang 3.3. Pdc diém dirng diéu tri thuéc
khdng TNF —a

N = 27
Nguyén nhan SO bénh Ty lé
nhan (n) (%)
Khong dap Ung 11 40,7
Phan rng di (ing 4 14,9
Dap Uing 12 44,4

Nhadn xét: Trong 27 bénh nhan da tung
diéu tri thudéc khang TNF —a c6 40,7% bénh
nhan khéng dap Ung vdéi diéu tri, 44,4% bénh
nhan dap Ung vdéi thudc nhung bo diéu tri do
nhiéu nguyén nhan.

B Dap tmg

Khéng dap img nguyén
phat

OKhong dap tm thir phat

Biéu dé 3.3. Ty 1é khéng dip rng voi
secukinumab trong nghién cau (n=66)
Nhadn xét: C6 19/66 bénh nhan khong dap
Ung vdGi diéu tri (chiém ty Ié 28,8%), trong dé
7,6% khOong dap Ung nguyén phat va 21,2%
bénh nhan khéng dap rng thir phat.

3.2. Mot so yéu to lién quan véi su khong dap ng véi secukinumab trong viém cot

song dinh khép

Bang 3.4. Mot so ' yéu to ' lién quan vdi tinh trang khong dap irng nguyén phat

P Pap (rng Khong dap (rng
, Yéu to lién quan (n=47) nguyén phat (n=5) p
Tudi khdi phat (X £ SD) (ndm) 30,4 £ 11,6 356 £ 9,9 0,33
Thdi gian mac bénh (nam) 6,1 £6,5 3,8+4,7 0,45
CRP-hs 6 TO (X + SD) 5+51 54 %36 0,44
ASDAS-CRP 6 TO (X + SD) 29+0,9 3,3+0,9 0,24
I Nam 44 (93,6%) 3 (60%)
Gidi tinh NTF 3 (6,4%) 2 (40%) 0,07
Duong tinh, n (%) 37 (78,7%) 5 (100%)
HLA B27 Am tinh, n (%) 10 (21,3%) 0 0,57
o an o C6, n (%) 30 (63,8%) 4 (80%)
Tuan thu dieu trj Khong, n (%) 17 (36,2%) 1(20%) 0,65
Khéng dap ('ng véi C6, n (%) 7 (41,2%) 1 (50%) )
thudc khang TNF-a Khong, n (%) 10 (58,8%) 1 (50%)

Nh3n xét: Tai thoi diém bat dau diéu tri secukinumab néng d& CRP-hs trung binh nhém khong
dap Urng nguyén phat cao han nhdm dap (rng vdi diéu tri nhung khong cé y nghia théng ké (p > 0,05).
Bénh nhan khong dap (g véi thudc khang TNF-a trudc dé khong cd su khac biét gilfta 2 nhom.

Bang 3.5: Mot s6'yéu to'lién quan vdi tinh trang khéng dap irng tha phat

P Pap irng | Khong dap (rng thor
Yéu to lién quan (n =47) phat (n=14) p
Tudi khéi phat (X £ SD) (ndm) 30,4 + 11,6 27,9 + 8,3 0,48
Thai gian mac bénh (nam) 6,1 £6,5 41+3,1 0,29
CRP-hs 6 TO (X = SD) 5+5,1 3,9+3,1 0,44
ASDAS-CRP 6 TO (X £ SD) 29+0,9 32+1,0 0,06
o Nam 44 (93,6%) 11 (78,6%)
Gidi tinh NG 3(6,4%) 3 (21,4%) 0,13
Duong tinh, n (%) | 37 (78,7%) 10 (71,4%)
HLA B27 Am tinh, n (%) | 10 (21,3%) 4 (28,6%) 0,57
e A e C5, n (%) 30 (63,8%) 4 (28,6%)
Tuan thu dicu trj Khong, n (%) 17 (36.2%) 10 (71,4%) 0,02
Khong dap (rng vai Co, n (%) 7 (41,2%) 3(37,5%) 1
thudc khang TNF-a Khong, n (%) 10 (58,8%) 5(62,5%)

Nhan xét: C6 mai lién quan gilra viéc tuan
tha diéu tri cia bénh nhan vdi su khéng dap (ing
vdi thudc secukinumab (p < 0,05). Nhdm khéng
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tuan tha diéu tri cd ty 1€ khdng dap (ing th(r phat
cao han nhom tuan thu diéu tri.
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IV. BAN LUAN

Trudc khi thudc sinh hoc ra doi, VCDK dugc
diéu tri bang cac thuéc NSAIDs va DMARDs co
ban (sulfasalazine, methotrexate) tuy nhién ty I&
that bai vdi diéu tri con cao dan dén bénh ti€n
trién nang, dé lai nhiéu di chiing khdng hoi phuc.
Sy hiéu biét day du hon vé cd ché bénh sinh clia
VCSDK dan dén su ra ddi cla cac nhém thuodc
sinh hoc méi lam giam tién trinh cta bénh, ngan
nglra ton thuong dan dén pha hay cdt s6ng, cac
khdp gilp giam ty Ié di chiing va nang cao chat
lugng cudc sdng cua bénh nhan VCSDK.

Theo db6i 66 bénh nhan dugc diéu tri
secukinumab cé 19 bénh nhan khong dap (ng
(chiém ty & 28,8%), trong d6 cd 7,6% bénh
nhan khong dap (ng nguyén phat va 21,2%
bénh nhan khong dap (ng thdr phat. Nghién clru
clia Duang Thi Kim Hong co ty Ié khong dap (ng
nguyén phat la 17,1% theo BASDAI, 19,4% theo
ASDAS-CRP [4]. Elena Cones (2019, n = 143) c¢6
26,8% khong dap Ung nguyén phat va 48,2%
khong dap Ung th& phat [5]. Nguyén nhan dan
dén su khac biét nay cé thé do s6 lugng bénh
nhan nghién cu cta chdng toi con thap, thdi
gian theo d&i con ngan va do day la nghién cliu
ti€n cllu két hgp hoi clru nén chung t6i da loai
cac bénh nhan khong du dir kién theo doi (it
nhat 6 thang)

Trong nghién clu, nhdm bénh nhan khong
dap Ung nguyén phat co ty Ié tuan tha diéu tri
cao hon nhiéu nhéom khong dap Ung thir phat.
Khi phan tich cac yéu to lién quan, nghién ctu
cho két qua c6 mdi lién quan gilra tinh trang
khong dap Ung véi secukinumab va viéc khong
tuan thu diéu tri cta bénh nhan. Bénh nhan
khong tuan tha diéu tri sé cé ty 1é khong dap
Ung th& phat cao han so véi nhitng bénh nhan
tudn tha diéu tri (p < 0,05). Diéu nay hoan toan
phu hgp véi thuc té€ 1am sang do VCSDK la bénh
Ii man tinh can diéu tri lau dai nén bénh nhan
khéng dap (tng nguyén phat thudng cé ty Ié tuan
tha diéu tri cao han nhdm bénh nhan khong phat
Ung th& phat. Mat khac, nghién ciru cia ching
t6i dugc thuc hién cé khoang thdi gian dai dich
covid bung phat,cach ly xa hdi, diéu kién kinh té€,
su thi€u hut thu6c cling la cac nguyén nhan
khach quan dan dén viéc khong tuan tha diéu tri
cau bénh nhan.

O thdi diém bat dau diéu tri secukinumab,
nhdém bénh nhan dap Ung diéu tri c6 nbng do
CRP-hs thdp han nhom khong dap 'ng nguyén
phat va cao han nhom khong dap Ung thir phat
nhung su khac biét khong cd y nghia thong ké

vGi p > 0,05. Nghién clru cla Peter P.cheung va
cong su (2017,n = 217) nhém khéng dap ng
vGi thuéc khang TNF-a trudc do co ty |é khong
dap Ung diéu tri vai secukinumab cao han nhom
chua tirng diéu tri thu6c khang TNF-a [6]. Tuy
nhién, nghién clu clia ching toi lai chua thay cd
su' lién quan gilra tién s khong dap Ung vdéi
thudc khang TNF-a vdi tinh trang khong dap ing
véi diéu tri secukinumab. Nguyén nhan cd thé do
cach chon c8 mau khac nhau, nghién ciru cé c6
mau chua da I6n, thdi gian theo ddi con ngan.
Ngoai ra, tinh sinh khang thé, cac yéu t6 anh
hudng dén dugc dong hoc, thanh thai cla thudc
cling dugc cho la cd anh hudng dén dap (ing
diéu tri. Vi vay can thém nhiéu nghién cltu trén
sO lugng bénh nhan I6n hon, thgi gian theo doi
dai hon dé danh gid day du cac yéu t6 lién quan
khac nita dén su khang tri vdi secukinumab
trong diéu tri VCSDK.

V. KET LUAN

- Ty Ié khong dap (ng vdi thudc secukinumab
la 28,8%, trong d6 cd 7,6% khoéng dap (ng
nguyén phat va 21,2% khong dap (ng thir phat.

- Bénh nhan khong tuan tha diéu tri co ty 1€
khéng dap Ung th phat véi thuéc cao hon so
vGi bénh nhan tuan thu diéu tri (p < 0,05).

- Nhém bénh nhan khong dap (ng véi thubc
khang TNF-a trudc dé chang t6i chua thady moi
lién quan véi tinh trang khong dap Gng vGi
secukinumab trong nghién clu.
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