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KHAO SAT Ti LE POT BIEN GEN MUC5B VA CAC YEU TO NGUY CO’
TIEN TRIEN BENH PHOI MO KE TREN VIEM KHOP DANG THAP

Duwong Minh Tri!, Hoang Bui Bao?, Trinh Hoang Kim T(?

TOM TAT

Pit vin dé: Bénh phdi mo k& (BPMK) la
mat trong nhitng biéu hién ngoai phoi cua viém
khép dang thip. Dot bién gen doan MUCSB
duoc tim thdy c6 mdi lién quan dén bénh phdi
mb k& & bénh nhan viém khop dang thap. Tai
Viét Nam, nghién cttu vé& bénh phoi mé ké trén
viém khép dang thap con rat it va chua c6 nghién
ctiru nao vé dot bién gen MUCSB trén bénh nhan
viém khép dang thap.

Phwong phap nghién ciru: Nghién ctu tién
clru mo ta tat ca cac bénh nhan viém khép dang
thap c6 bénh phdi md k& duoc chan doén, diéu tri
va theo d6i ¢ khoa Noi Co Xuong Khép tai Bénh
vién Nhan Dan Gia DBinh trong khoang thoi gian
tr 01/2023 dén 04/2024. Ching t6i thu nhan
duoc 231 bénh nhan viém khép dang thap trong
d6 c¢6 98 bénh nhan duoc chan doan bénh phdi
mod k& bang cit 16p dién toan nguc d6 phan giai
cao theo tiéu chuan ATS/ERS/JRS/ALAT 2018.

Két qua: Ti 1& dot bién rs35705950 gen
MUCS5B trén bénh nhan viém khop dang thap 1a
16 truong hop, chiém ti 1& 6,9%. Trong d6 &
bénh nhan c6 bénh phéi md ké 1a 15,3% va &
bénh nhan khong bénh phdi mé ké 1a 0,8%. Phan
tich don bién mot sé yéu t6 nguy co cua bénh
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phoi md k& trén viém khop dang thap, ching toi
nhan thdy khdng c6 su twong quan c6 y nghia
théng ké ¢ cac yéu td: gisi tinh, tudi, tién can
nhiém covid, thang diém DAS28CRP va thoi
gian mac bénh viém khép dang thap. Bénh nhan
c6 dot bién rs357050950 gen MUCSB c6 nguy
co bénh phoi mé ké& tang 23,8 lan (p<0,001, CI
95%: 3,093-183,97).

Két luan: Ti Ié dot bién bién rs35705950
gen MUCS5B ¢ bénh nhan viém khép dang thap
tuong dbi it. Dot bién rs35705950 gen MUC5B
lam ting nguy co bénh phdi md k& trén viém
khép dang thap.

Tir khoa: bénh phdi mo k&, viém khép dang
thap; dot bién gen MUCSB.

SUMMARY
SURVEY OF MUC5B GENE
MUTATION PREVALENCE AND RISK
FACTORS OF INTERSTITIAL LUNG
DISEASE ON RHEUMATOID
ARTHRITIS

Background: Interstitial lung disease (ILD)
is one of the extrapulmonary manifestations of
Rheumatoid arthritis (RA). MUCS5B gene
mutations were found to be associated with
interstitial lung disease in RA patients. In
Vietnam, research on ILD-RA is very limited and
there is no research on MUC5B gene mutations
in RA patients.

Methods: Prospective study describing all
RA patients with interstitial lung disease
diagnosed, treated and monitored at the
Department of Musculoskeletal Medicine at Gia
Dinh People's Hospital during the period from
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January 1, 2019. 2023 to April 2024. We
enrolled 231 patients with rheumatoid arthritis,
of which 98 patients were diagnosed with
rheumatoid arthritis by high-resolution chest CT
scan according to ATS/ERS/JRS/ALAT 2018
standards.

Results: The rate of rs35705950 mutation in
MUCS5B gene in RA patients was 16 cases,
accounting for 6.9%. Of which, in ILD patients
is 15.3% and in non-ILD patients is 0.8%.
Univariate analysis of some risk factors for ILD
in RA, we found that there was no statistically
significant correlation in the following factors:
gender, age, covid infection, DAS28CRP score
and duration of rheumatoid arthritis. Patients
with the rs357050950 mutation in the MUC5B
gene have a 23.8-fold increased risk of ILD
(p<0.001, 95% CI: 3.093-183.97).

Conclusions: The rate of rs35705950
mutation in the MUCS5B gene in patients with
rheumatoid arthritis is relatively low. MUC5B
gene rs35705950 mutation increases the risk of
ILD in RA

Keywords:  interstitial  lung  disease,
rheumatoid arthritis; MUC5B gene mutation.

I. DAT VAN DE

Bénh phoi md k& (BPMK) la mét trong
nhitng biéu hién bénh Iy tai phéi cua viém
khép dang thiap (VKDT), duoc Ellman va
Ball m6 ta lan dau tién vao nim 1948. Ty &
mac BPMK 1a khoang 10-19% & bénh nhan
VKDT. Tuy nhién, ty 1& hién méc chinh xéc
chua dugc xac dinh rd rang va thay doi tly
thuoc vao khu vuc dia ly va chang toc khac
nhau. BPMK gay rdi loan chic ning phoi 1a
nguyén nhan gay tr vong hang dau & bénh
nhan VKDT sau bénh tim mach. Tai My,
Idlimindo va cong su ghi nhan ty 1€ bénh
nhan VKDT tir vong trong vong 5 nam ké tir
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khi dwugc chan dodn mac BPMK 1 35,9% va
thoi gian song sot trung binh 13 7,8 nam [1].

Mic du co ché chinh x4&c ma BPMK trén
VKDT xay ra van chua duoc biét, nhung cac
yéu tb di truyén nhu tudi tac, gisi tinh, chung
toc, hat thude, chat 6 nhiém va ty khang thé,
dic biét 1a cac yéu t6 dang thip (RF) va
khéng thé khang peptide citrullin hda vong
(CCP) (ACPA), di dugc dé xuit 1a yéu tb
nguy co. Ngoai ra, d6t bién gen doan
MUCS5B dugc tim thdy c6 mbi lién quan dén
bénh phdi md k& & bénh nhan VKDT. Bénh
nhan VKDT c6 mang cac dot biét gen doan
MUCS5B s& c¢6 nguy co bi bénh phdi mo ké
tang gap 3,1 lan va ting nguy co viém phoi
ké dugc phat hién trén chyp CLVT d¢ phéan
giai cao gip 6,1 l1an. Nhiéu nghién ciru khac
cling dd chang minh méi lién hé giita dot
bién doan gen MUC5B véi bénh phdi md k&
trén bénh VKDT [2].

Tai Viét Nam, nghién ctu vé BPMK trén
VKDT con rat it va chua c6 nghién ciu ndo
vé dot bién gen MUCSB trén bénh nhan
VKDT. Chinh vi vay, ching t6i quyét dinh
thuc hién nghién ciru ndy nham danh gia tac
dong cua dot bién gen MUCS5B va cac yéu to
nguy co cua BPMK trén VKDT.

II. D8I TUQONG VA PHUONG PHAP NGHIEN CU'U

Thiét két nghién cieu: Nghién cau tién
cuu

Po6i twong nghién cieu: Tat ca cac BN
VKDT tai khoa Noi Co Xuwong Khop tai
Bénh vién Nhan Dan Gia Dinh trong khoang
thoi gian tir 01/2023 dén 04/2024.

Chung t6i thu nhan duoc 231 BN VKDT
trong d6 c6 98 BN duoc chan doan BPMK
bang CVLT nguc do phan giai cao theo tiéu
chuin ATS/ERS/JRS/ALAT 2018 [3].

Tiéu chuan chon bénh:

- Cdy dam am tinh
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- Loai trir cac loai bénh phéi md ké& do
thudc bang hoi bénh su, thir khang thé trong
méu hoic khang nguyén nuéc tiéu. Néu van
nghi ngo viém phéi mé k& do thude hozc do
khang nguyén khac thi loai ra khoi nghién
ctru.

- Trén hinh anh CLVT c6 cac vung tang
dam do khong dic hiéu bao gém: hinh kinh
mo, dang ludi bat thuong, ndt lan toa & trung
tam thiy, nang khong lién quan khi phé
thung, hinh anh t6 ong hoic din cay phé
quan. Céac hinh anh nay chiém > 5% bat ky
viing phdi ndo. Néu hinh anh CLVT céc ton
thwong chi xuat hién tap trung ¢ 1 thay phoi
hodc 1 bén phai thi chi nghi ngo can theo déi
chup CLVT kiém tra lai lan 2 sau 1 thang

- Hinh anh CLVT dugc chan doan doc
lap boi 02 BS chuyén khoa chan doan hinh
anh:

+ Chan doan BPMK (+): khi 02 BS
chuyén khoa déu két luan c6 bénh phoi md
k& trén hinh anh CLVT.

+ Chan doan BPMK (-): khi 02 BS
chuyén khoa két luan khong c6 bénh phoi md
kg trén hinh anh CLVT.

+ Khi c6 két luan bat dong giita 02 BS,
chding t6i s& hoi chan thém 01 BS chan doan
hinh anh dé c6 két luan cudi cang.

Tiéu chuan loai trir:

INl. KET QUA NGHIEN cUU

- Bénh nhan VKDT c6 két hop véi cac
bénh ly ty mién khéc;

- Bénh nhan ty y dung céc loai thudc
nam khong rd loai hoic khdng tuan thu diéu
tri;

- Bénh nhan duoc chan doan viém phéi
c6 két qua cdy dam duong tinh hoic dang
diéu tri viém phdi chan doan boi BS chuyén
khoa noi ho hap.

Cac chi tiéu danh gia:

- Pic diém vé tudi, gisi, thoi gian méc
bénh, giai doan bénh (theo Steinbroker).

- Panh gia muc d6 hoat dong cuaa bénh
theo chi s6 CDAI, SDAI, DAS28CRP.

- Hinh anh BPMK trén CLVT

- Phat hién dot bién gen MUCS5B bang
ky thuat giai trinh tu gen bang PCR qua mau
mau cua BN. Trinh tu nucleotide cua doan
gen can phan tich duoc xac dinh biang may
giai trinh ty tu dong ABI 3500 Genetic
Analyzer (Applied Biosystem, My).

Két qua dugc phan tich bang phan mém
CLC Main Workbench v5.5. Chuong trinh s€
sap giong cot c4c trinh ty trong mAu va trinh
tu gen MUCSB trén NCBI tir d6 phat hién
bién thé trén gen néu co.

Céc dir liéu duoc tong hop va thdng ké
bang phan mém SPSS 20.0.

Qua thoi gian nghién ctiru ching toi thu nhan 231 BN ¢6 VKDT, trong d6 : 98 BN ¢o

BPMK va 140 BN khéng c6 BPMK.

Bdng 1: Pic diém dich té hoc, 1am sang nhom BN nghién ciu

Nhém c6 BPNK Nhom khéng Gi4 tri
(n=98) BPMK (n=133) P
e Nam 9(9,2) 18 (13,5)
Gidi tinh Nit 89 (90.8) 115 (86.5) 0,309
< 40 tudi 3(3,1) 16 (12,0)
N 40 — 50 tdi 12 (12,2) 18 (13,5)
Tuol 50 — 60 tudi 40 (40,8) 35 (28,3) 0,024
>60 tudi 43 (43,9) 64 (48,1)
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Dan phé quan 1(1,0) 3(2,3) 0,477
Tién sir bénh ly Nhi&m covid 28 (28,6) 39 (22,6) 0,297
Gia dinh c6 VKDT 8 (8,2) 14 (10,5) 0,545
<3 nim 28(28,6) 43 (32,3)
Thoi gian mic 3—5nam 29 (29,6) 45 (33,8) 0.214
bénh VDKT 5 10 ndm 25 (25,5) 35 (26,3) !
>10 nam 16 (16,3) 10 (7,5)
Khéng hoat dong 34 (34,7) 41 (30,8)
Thang diém Mc do nhe 13 (13,3) 15 (11,3) 0.654
DAS28CRP | M dd trung binh 22 (22,4) 27 (20,3) !
Mtc d6 manh 29 (29,6) 50 (37,6)
Triéu ching ho Ho 17 (17,3) 8 (6,0) 0,006
hép Kho tho 63 (64,3) 31 (23,3) 0,001
Do 0 35 (35,7) 102 (76,7)
’ Do 1 49 (50,0) 28 (21,1)
Th;‘;ﬁggm Do 2 10 (10,2) 0(0,0) 0,001
Do 3 1(1,0) 3(2,3)
Do 4 3(3,1) 0(0,0)

- Trong nghién cau, & nhom BN cé
BPMK, nit gidi chiém chu yéu 1a 90,1%, ti Ié
nam: nix 1a 1:9, nhém BN trén 60 tudi chiém
gan % cac TH.

- ¥ BN c0 tién cin ting huyét 4p kém
theo.

- Ghi nhan 28,6% BN c0 tién can nhiém
covid can nhap vién thg oxy & nhitng BN
VKDT cé BPMK.

- Vé thoi gian bénh VKDT, ching t6i ghi
nhan 1/3 BN c6 thoi gian bénh VKDT tur 5
nam tro 1én.

- Khéng c6 su khéc biét co ¥ nghia thong
ké gitra 2 nhom BN c6 va khéng c6 BPMK
vé gidi, tudi, tién str bénh va thoi gian mic
bénh VKDT.

- Vé lam sang, nhém BN VKDT c6
BPMK ghi da phan BN c6 triéu chung kho
thé chiém ti 1& 64,3%. Hau hét BN khé thg
micc d6 nhe v6i thang diém mMRC do 1
chiém 50,0%, BN kho tha mic d6 trung binh
trg 1én chiém 14,3%. Triéu chang ho chiém
17,3%. Ghi nhan BN c6 BPMK s& co triéu
ching vé hd hap cao hon so véi BN khong
BPMK c6 ¥ nghia thong ke.

Bdng 2: Ti | dét bién gen MUC5B ¢ BN VKDT

Bénh phdi mo ké Téng
C6 (n=98) Khong (n=133)
D6t bién rs35705950 Ccé 15 (15,3) 1(0,8) 16 (6,9)
gen MUCSB Khong 83 (84,7) 132 (99,2) 215 (93,1)

Ti Ié dot bién rs35705950 gen MUCSB trén BN VKDT 14 16 TH, chiém ti I& 6,9%. Trong
d6 ¢ BN clo BPMK la 15,3% va ¢ BN khong BPMK la 0,8%.
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Bdng 3: Phén tich don bién céc yéu té nguy co BPMK trén VKDT

Yéu té nguy co OR Giatrip Cl 95%
Gidi tinh (nam/ntr) 0,64 0,301 0,277 — 1,507
;. < 50 tudi 1
Tuol =
>50 tuoi 0,526 0,056 0,268 — 1,032
TS nhiém covid 1,337 0,299 0,755 — 2,497
Khéng hoat dong 1
Thang diém Mirc d6 nhe -0,044 0,921 0,401 - 2,286
DAS28CRP Mirc @6 trung binh 0,018 0,968 0,494 — 2,098
Muirc d6 manh 0,358 0,277 0,750 — 2,725
<3 nam 1
Thoi gian mac 3—5nam 0,899 0,056 0,977-6,180
bénh VDKT 510 ndm 0,909 0,052 0,992-6,215
>10 ndm 0,806 0,093 0,873-5,747
Dot bién rs35705950 gen MUC5B 23,85 0,001 3,093- 183,97

- Phén tich don bién mét sé yéu té nguy
co cua BPK trén VKDT, ching t6i nhan thay
khong c6 su twong quan c6 ¥ nghia thong ké
& cac yéu to: gisi tinh, tudi, TS nhiém covid,
thang diém DAS28CRP va thoi gian mic
bénh VKDT. BN c6 dot bién rs357050950
gen MUCSB c6 nguy co BPMK tiang 23,8
lan (p<0,001, Cl 95%: 3,093-183,97).

IV. BAN LUAN

Dot bién rs357050950 gen MUC5B

Gen MUCS5B diéu hoa tac dung tao chat
nhay bao vé long phé nang. Nghién ctu cua
Juge P.A phat hién ra rang c6 mét nén tang
di truyén chung giita viém phdi md ké
thuong gap trén bénh nhan viém khép dang
thip (RA-UIP) va bénh xo phoi vo cin (IPF)
bao gom rs35705950, mot bién thé promoter
MUCS5B, dai dién cho yéu té nguy co di
truyén chinh trong ca hai bénh. Nghién ciu
thy ring, bién thé promoter MUC5B ¢4 lién
quan dén viéc ting nguy co bénh phdi md ké
& bénh nhan viém khép dang thap. Chang toi
ghi nhan ti & dot bién rs35705950 gen
MUCSB trén BN VKDT la 16 TH, chiém ti

1€ 6,9%. Trong d6 6 BN clo BPMK la 15,3%
va ¢ BN khéng BPMK la 0,8%. Khi phéan
tich don bién, BN c6 dot bién rs357050950
gen MUCSB ¢6 nguy co BPMK tang 23,8
1an (p<0,001, CI 95%: 3,093-183,97).

Nghién cuu cua Palomiki [4]ghi nhan
trong 248.400 truong hop c6 5534 bénh nhan
da duoc chan doan viém khép dang thap,
trong d6 178 (3,2%) tién trién dén viém phdi
mo k& MUC5B 1a mot yéu t6 dy bio manh
mé vé bénh phdi md k& & bénh nhan viém
khop dang thip (HR 2,14, KTC 95% 1,56-
2,92). Mot nghién ctru doan hé quan sat I6n
da chting minh rang nguy co mic BPMK Ia
16,8% ddi voi nguoi mang MUCSB va 6,1%
dbi véi nguoi khdng mang MUCSB trong sé
nhitng bénh nhan mic VKDT [5].

Qua nghién ctu va tham khao y van,
ching tdi nhan thiy dot bién rs357050950
gen MUC5B ¢ BN VKDT Ia yéu té nguy co
lam tang kha nang BPMK. Viéc tim soat dot
bién rs357050950 gen MUCS5B hién nay van
chua thyc hién rong rai. Bay 1a mdt phuong
phap xét nghiém gitp du bao BPMK, ddi véi
BN mang dot bién gen MUC5B can chi y va
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tdm soat BPMK sat hon hodc khi co trigu
chang hé hap

CA4c yéu tdé nguy co BPMK trén VKDT

BPMK trén VKDT dugc chan doan phd
bién nhat & d¢ tudi 50-59. Tudi di dugc coi
1a yéu t6 nguy co doc 1ap cho sy phat trién
cia BPMK trong cac nghién ctiru doan hé
trudc day. Trong phén tich da bién, giéi tinh
nam duoc xac dinh 12 bién sb c6 lién quan
dang ké voi BPMK trén VKDT. Giéi tinh
nam ciing dugc xac dinh 13 yéu té du bao doc
lap vé bénh VKDT va céc bénh vé phdi xay
ra dong thoi nhu BPMK, gidn phé quan va
cac nét san [6]. Nghién ctu 16n nhat veé
BPMK trén VKDT & Anh da ching minh
rang hat thudc co lién quan nhiéu dén BPMK
& nam gidi, diéu nay co thé giai thich ty l¢
mac BPMK trén VKDT & nam cao hon & nit
[7]. Mot nghién cau bénh ching khac da
chang minh rang diém CDAI> 28 co lién
quan dén ty 1é mic BPMK trén VKDT [8].
Nhu vay ¢ nhiéu yéu té nguy co cia BPMK
trén VKDT duoc bao cdo. Su khac biét trong
nghién ctru ching t6i cd thé 1a do ¢ mau BN
con chua du Ién va chua dai dién cho nhom
BN VKDT néi chung.

V. KET LUAN

Ti 1& dot bién bién rs35705950 gen
MUCS5B ¢ bénh nhan viém khép dang thap
tuong dbi it. Dot bién rs35705950 gen
MUCS5B lam tang nguy co BPMK trén
VKDT. Chua ghi nhan cac yéu té nguy co
cia BPMK trén VKDT, cin c6 nghién ctu
¢& mau 16n hon va bao quat hon dé khang
dinh.
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