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Cap nhat xo’ ctrng bi toan thé
Lé Thj Héng Vén*, Nguyén Hoang Thanh Vén
B mén Néi, Truwdng Pai hoc Y - Duwrgrc, Pai hoc Hué

Tém tat

X0 clrng bi toan thé 1d mdt bénh Ii ty mién phirc tap do viém, t&n thwong mach mau va xo hod da va cac co
quan ndi tang nhu tiéu hod, hd hap, than, tim mach, co xuwong khép. Nguyén nhan gy bénh 13 chua rd mac du
mot s8 yéu t6 gene, mdi tredng dugc ghi nhan ddng vai trd trong co ché sinh bénh. Xo clrng bi toan thé 13 bénh
Ii ¢4 ti1é t&r vong cao trong nhdm cac bénh li thdp khép, méc du d3 co cai thién trong liéu phap diéu tri trong vai
thap nién qua nhung ti 1é séng con cai thién mot céch khiém tén. Gan day nhitng nghién cru cho thdy nhitng
hi€u biét mai vé co ché bénh sinh & cdc mirc d6 gene, té bao, cac phuwong phap ti€p cadn mai trong danh gid tén
thuong co quan, ty khang thé cling nhu danh gia hiéu qua clia cac liéu phap diéu trj, cdc chi di€ém cho tién lwong
bénh. Trong bai téng quan nay sé& diém lai nhitng ki€n thirc méi vé bénh xo cirng bi qua nhitng cong bd gan déy.

Tir khéa: xo cirng bi toan thé, bénh sinh, biéu hién Idm sang, diéu tri.
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Summary

Systemic sclerosis is a complex autoimmune disease caused by inflammation, vascular damage and
fibrosis of the skin and internal organs such as gastroenterology, respiratory, kidney, cardiovascular,
and musculoskeletal systems. The cause of the disease is unknown, although a number of genetic and
environmental factors have been recognized to play a role in the pathogenesis. Systemic sclerosis is a disease
with a high mortality rate in the group of rheumatic diseases, although improvements in management over
last few decades, the survival improved marginally. Recent studies have shown the new understandings in
pathogenesis about genes, cells, cytokines, approaches in assessing organs involvements, autoantibodies as
well as evaluating the effectiveness of potential therapies, biomarkers for prognosis. In this review, updated
insights about systemic sclerosis through recent publications will be reviewed.
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1. DAI CUONG

Xo cing bi toan thé (XCBTT) 13 bénh li mé lién
k&t man tinh hiém, tuy nhién 1a mét bénh cé ti 1é tlr
vong cao nhat trong cac bénh li thap khép. Bénh gap
nhiéu hon & nit, cé tan suat mac bénh khac nhau

dinh yé&u té tién luvong nang, liéu phap diéu tri mai
gilip cac nha 1&m sang cé thém céng cu dé lam t6t
hon viéc chan dodn va diéu tri bénh i XCBTT.

2. BENH SINH

gitta cac chlng tdc. Tén thuwong bénh hoc bao gom:
tén thuwong mach mau, viem do mién dich va xo hoa.
Nguyén nhan gay bénh chua biét rd nhuwng vai trd
cla gene bénh va y&u t& mdi trudng cé thé tac dong
trong co ché& bénh sinh. Bénh cé biéu hién da dang
vdi nhiéu biéu hién 1am sang khac nhau & nhirng giai
doan khac nhau cta bénh. Nguy co t&r vong ctia bénh
nhan XCBTT gia tdng gap nhiéu lan so v&i quan thé
khoé manh, nguyén nhan tr vong thuong lién quan
dén xo phdi, tang ap ddng mach phdi, bién chirng tim
mach, ngoai ra con c6 mét s6 nguyén nhan khac nhw
bénh than, bénh ac tinh, bién chitng tiéu hod, nhiém
trung [1, 2]. Viéc hiéu rd hon co ché sinh bénh, xac
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2.1. Y8u td gene

- Vai tro cha gene d3 dugc chirng minh va duogc
tiép tuc nghién clru trong cdc cdng b gan day.

Yé&u t6 khang nguyén bach cau ngudi HLA duoc
xem 13 yéu t& tang nhay cam hay bdo vé truwdc bénh
XCBTT. M&t nghién ctru tai Bic An Do d3 cho thay tan
suat cia HLA-DRB1*11 cao hon cé y nghia & bénh
nhan XCBTT trong khi thdp hon & HLA-DRB1*12 [3].
Mot s8 yéu té khéc cling dwoc ghi nhan nhu gene m3
hoa cho tang trudng chuyén dang beta (Transforming
Growth Factor TGF-B) cling lién quan dén nguy co
bénh XCBTT. TGF-B dugc xem yéu td déng vai trd
quan trong nhat trong qua trinh xo hoa [4].
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Khuan chi dwdng rudt cling dwoc danh gid vai tro
trong bénh sinh cling nhu tién trién clia bénh. Khuan
chi & ngudi bénh XCBTT khac biét véi nguoi khoé
manh du cé s& dung thudc &c ché€ mién dich hay
khong. Acinetobacter va Firmicutes gap nhiéu hon va
Bacteroides thi it hon trén bénh XCBTT [5]. Fms lién
quan dén tyrosine kinase 3 receptor (FLT3) lién quan
dén nhiéu con duong tin hiéu mién dich khéac nhau.
M6t nghién ciru gan day ghi nhan mai lién quan giita
bién thé rs76428176-c cla gene FLT3 lién quan dén
XCBTT [6]. Su lién quan gilta sy tdng biéu hién cla
miRNA-133 va gidm biéu hién IncRNA-H19 v&i XCBTT
khi so sanh v&i nhém chirng. Nong d6 huyét thanh
miRNA-133 va IncRNA-H19 ciling thay déi khi bénh
nhan diéu tri v&i cac thudc (e ché mién dich nhw
mycophenolate mofetil (MMF) hay methotrexate
(MTX) [7]. Biéu hién gene nhu KRT6A va S100A8 trén
cac té bao sirng dugc ghi nhan lién quan dén d6
ndng cla tén thuong da trong XCBTT [8].

2.2. Té bao va cytokines

Anti-gephyrin mét ty khang thé mdi lién quan
dén tinh trang réi loan chirc ndng rudt trong XCBTT.
Gephyrin c6 vai trd trong diéu hoa nhu déng ruét [9].

Protein S100A4 c6 thé 1a mot chi diém tiém ning
trong viéc danh gid sy xo hoa trén bénh nhan XCBTT.
S100A4 c6 chirc nang ndi bao va ngoai bao trong
nhiéu qua trinh khac nhau nhu 13 sy tang sinh hay
két theo chuong trinh cla té€ bao ngudn géc trung
mo tir d6 kich thich nhitng con dudng tién viém va
tdi cau tric chat nén ngoai bao. Nong d6 S100A4
cao hon trong huyét thanh va dung dich nudi cay
t€ bao nguyén bao soi tir ngudi XCBTT khi so sanh
V@i ngudi khoé manh [10]. Chemerin cé thé 13 chi
diém tiém ndng danh gia t6n thuwong ting ap dong
mach phdi trén bénh nhan XCBTT [11]. Mét sb cac
chi diém huyét thanh nhu surfactant protein-D, Ca
15.3, ICAM-1 trong danh giad nguy co bénh phdi ké
trén XCBTT [12].

3. PHAN LOAI VA TIEN LUONG

XCBTT [a m6t bénh vdi biu hién 1am sang da
dang va viéc phan chia thanh XCBTT toan thé va
khu trd cé thé khéng bao trum hét cac biéu hién
lam sang. Cac nha lam sang gap khd khan trong viéc
xac dinh nhdm bénh nhan nao cé nguy co cao tién
trién xu. Nhirng phan tich vé protein trén quy mo
I&n cho thdy mét s& sy khac nhau gitta bénh nhan
XCBTT va quan thé& khoé manh. Theo tac gid Motta
va céng sy d3 xdc dinh c6 33 protein cé néng d6
khac nhau gitta hai nhdm trén. Yéu té tang trwdng
mach mdu nhu angiopoietin-2 va IL-22B c6 ndng d6
trong huyé&t thanh cao hon trén nhdm XCBTT ¢6 t6n
thwong phdi k& [13]. Nhu mot tac gid khac cho thay

sy giam néng dé semaphorine 3A dwoc ghi nhan
trén nhitng bénh nhan XCBTT cé cac bién chirng
nhu loét ngén, ting ap phéi hay con khing hoang
than [14]. Mét sé protein dugc ghi nhan cd sy lién
quan vdi ti 1& séng con trén nhédm bénh nhan XCBTT
c6 tang ap phdi, ghi nhan cé sy gidm néng d6 5
protein nhu prostaglandin D2, noelin, bé thé C7 va
fibrillarin-1 va sy gia tang cba 2 protein lién quan
dén qud trinh déng mdu ADAMTS13 va heparin
cofactor 2 [15].

Vai trd cla cac tu khang thé trong tién lwong
XCBTT van tiép tuc duwoc nghién clu. VCAM-1,
E-selectin, SP-D and CXCL4 cho thdy méi lién quan
dén ti 1é tlr vong [2]. Mé&i lién quan gilta khidng thé
khang centromere véi tinh trang tang ap phdi, va
khang thé anti-topoisomerase v&i bénh phdi ké.
Anti-NOR90 va Th/To lién quan dén tén thuong
than [16]. Nhitng bénh nhan cé khang thé anti-RNA
polymerase Il duong tinh thi ti 1& ung thu cao hon.
Anti-SSSCA1 (khang thé khéng hoi chirng SjOgren/tu
khang nguyén xo clrng bi 1) c6 tan suat cao hon trén
nhém XCBTT cé ung thu. Ung thu vu hay ung thu
phéi 1a nhitng ung thu thudng gdp nhat trén nhém
bénh nhan duong tinh vadi anti-SSSCA1 [17].

4. LAM SANG

4.1. Tén thuong da

T6n thuong da 1a mét trong nhitng tén thuong
dac trung quan trong trén bénh nhan XCBTT. Viéc
danh gia tén thuong da théng qua cic thang diém
nhu mRSS (modified Rodnan skin score). Gan day
viéc siéu 4m trong danh gid t6n thwong da ciing cho
th&y nhirng két qua hira hen [17]. S& dung dung cu
do ap luc co (myo-tonometre) trong danh gia do
clrng cua da cling dwoc nghién clru cho thay 1a mot
céng cu tiém ndng trong danh gid tén thuong da
[18]. T6n thuong calcinosis cling dwgc nghién ctu,
cdc yéu té 1am gia tdng nguy co xuat hién tén thuong
nhu gidi ni¥, tén thuwong tiéu hoa ning, t6n thuong
da xwong co, bién chirng tim mach, mach mau, tudi
tré, thoi gian mac bénh dai, sy hién dién cla tu
khang thé PM/Scl [19].

4.2. Biéu hién mach méau

Panh gia chirc nang néi mac mach mau FMD
(flow-mediated dilation) cho thdy cé sy gidm déng
k& gia tri FMD va cé méi lién quan vdi chi s6 dénh gia
tén thuong da hay tén thuong phéi [20]. Ngoai ra
mot s& nghién ctru con si dung MRI mach dé danh
gia tén thwong mach trong XCBTT [20].

4.3. Tén thwong than

Acid kinurenic huyé&t thanh c6 thé 13 mét chi
diém tiém nang cho tén thwong than trén bénh
nhan XCBTT [21].
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4.4. Tang ap phdi va ton thwong tim phdi

Sy tOn tai cla cac ty khang thé trong madi lién
quan vdi cac biu hién Iam sang nhu ting ap
phéi hay bénh phéi k& cling dugc ghi nhan. Anti-
topisomerase-| antibody (ATA) la khong thuwong gap
trén bénh nhan tang ap phdi va bénh phdi ké cung ltc
nhung thwdng gép hon trén nhém bénh phéi ké don
déc. Anti-neutrophil cytoplasmic antibodies (ANCA)
thuong gidp hon trén bénh nhan chi mac bénh phéi
k& va anti-Ro60, khang thé khang phospholipid va
Anti-RNA polymerase Ill antibodies (ARA) thuong
gdp hon trén nhdm bénh nhan vira ting 4p phdi vira
bénh phéi ké [22].

Bénh phéi k& 13 mot trong nhitng biéu hién
thudng gip trén bénh nhan XCBTT. Chup cat I6p vi
tinh d6 phan giai cao (HRCT) dwoc xem 13 tiéu chuan
vang dé chan doan. Chup cat |&p vi tinh ning lvong
kép (dual-energy conputer tomography) cé thé cung
cap thém thong tin cho chup cét 16p vi tinh [23].

4.5. Ton thuong tiéu hod

Tén thuong tiéu hod trén bénh nhan XCBTT cé
thé khong cé triéu chirng rd rang. Can danh gia ton
thuong tiéu hod ngay ca khi bénh nhan XCBTT khéng
cé triéu chirng. Gan day, suy dinh dudng cling dwoc
bdo cdo trén ddi twong bénh nhan XCBTT va suy
dinh dudng cé su tuwong quan vdi tén thuwong tim
mach [24].

4.6. Tén thwong than kinh

Tén thuwong than kinh thudng bi bd sét trén bénh
nhan XCBTT. Nghién clru gan day ghi nhan bénh li
than kinh s@i nho, sgi l&n trén bénh nhan XCBTT [25].

5. TY KHANG THE M&1 TRONG XCBTT

Tu khang thé xuat hién trong hau hét bénh nhan
XCBTT. Khdng thé d3c trung cho xo cirng bi dién hinh
I3 khang thé khang nhan (antinuclear antibodies-
ANAs duong tinh 95%), bao gdbm khang thé khang
centromere (anti-centromere antibody-ACA), ATA,
ARA va nhitng khang thé khac.

Trong tiéu chudn chin doan theo ACR/EULAR
2013, tiéu chuan phan loai xo cirng bi s&r dung ACA,
ATA va ARA. Gan day, ngudi ta nhan thay nhirng tién
trién trong viéc phat hién cac tu khang thé trong xo
clirng bi bao gdm nhirng ty khang thé chirc ning,
khang thé khang receptor déng gép quan trong
trong bénh sinh cla xo cing bi.

- Khang thé truyén théng dic hiéu trong XCBTT

+ Khdng thé khang centromere: tin suat 10-50%,
Xo cirng bi tén thuong gidi han, tdng ap phéi, CREST
@ giai doan muén.

+ Anti-topoisomerase | (Anti-Scl-70): dac hiéu
nhuwng khéng nhay tdn sudt 10-20%, XCBTT, tén
thuwong phéi ka.

+ Anti-RNA polymerase IIl: tAn sudt 5-30%, XCBTT,
day da tién trién nhanh, tén thuong than, bénh gian
mach mau hang vi da day va ung thu.

- Khang thé dic hiéu méi trong XCBTT

+ Khang U3 RNP: Phirc hop Fibrillarin véi phan tl
RNA U3, tin suat <10%, gap trong XCBTT toan thé va
khu trd, bénh phéi k&, ting 4p dong mach phéi, tén
thuwong than va Gl thap & giai doan sém.

+ Khang Th/To: tan suat <10%, bénh phéi k&, ting
4p déng mach phéi.

+ Khdng-U11/U12 RNP: tan suit <5%, lién quan
dén bénh phdi ka.

- Khang thé chirc nding méi trong XCBTT:

Anti-PDGFR (Receptor cta yéu t8 hoat hod tiéu
cau), Anti-M3R (type 3 receptor muscarinic), Anti-
ICAM-1 hay AECA (ICAM-1 hay t& bao biéu md), Anti-
AT1R (thu thé angiotensin Il tip 1), Anti-ETAR (thu
thé endothelin tip A): m6t s6 ty khang thé mdi cling
duorc ghi nhan trong mai lién quan vdi cac biéu hién
I&m sang nhu tén thwong mach mau, bénh phdi ké
hay t6n thuwong 6ng tiéu hod. Nhitng nghién cru van
can duoc ti€p tuc dé lam rd tan suat, vai tro cla tu
khang thé nay trong bénh li xo cirng bi.

6. DIEU TRI XO' CU'NG BI

Diéu tri bénh nhan xo clrng bi vin con phic tap
vi bi€u hién 1am sang da dang. Nhitng liéu phap diéu
tri dwa trén nhiing biéu hién 1am sang va cac bénh
doéng mac.

- Ton thwong phéi

Bé&nh phdi k& & nguyén nhan gay tlr vong trén
bénh nhan. Liéu phap té bao ngudn goc dai thuc bao
(haematopoietic stem cell) (n=33) cai thién dang
ké chirc nang phdi, chi s& Rodnan, chat lvgng séng
trén bénh nhan SSc nang so vdi Cyclophosphamide
(n=34) [26]. Rituximab cé thé mang dé&n nhitng loi
ich 1au dai trén 29 bénh nhan XCBTT cho thay cai
thién tinh trang xo da, chirc nang phdi théng qua
viéc gidm dang k& ndng do IgA va IgM. Nong dé cac
immunoglobulin huyét thanh cé thé 13 chi s6 tiém
nang trong viéc danh gid dap rng trong diéu tri xo
cirng bi [27].

Cho dén hién nay nintedanib [a thu6c chéng xo
dugc chap thuan st dung trong diéu tri bénh phéi k&
trong xo ctrng bi, trong ndm 2023 nhi¥ng nghién ctru
van cho thay rang day |a thudc hiéu qua trong viéc
lam cham tién trién cta bénh & nhitng phan nhém
XCBTT khac nhau ma khong phu thudc vao mirc d6
xo hod cta phdi [28]. Cac nghién cru doi thuc cling
Gng ho viéc st dung nintedanib [29].

- Ton thwong da va co’

Vai trd cla prednisolone liéu thidp dwoc nghién
cltu trén bénh nhan XCBTT toan thé cho thay khéng
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c6 khéac biét vé chi s& t6n thwong da Rodnan va chi
s6 HAQ (Health Assessment Questionnaire) tai thoi
diém 3 thang tuy nhién viéc sir dung prednisolone
lam cai thién triéu chirng dau, mét moi va khéng gay
con khing hoang than [30].

Mét nghién clru pha 3 vé lenabasum, chat déng
van cananbinoid tip 2 cho két qua that bai khi danh
gid hiéu qud trong diéu tri XCBTT [31]. Thu thé
canabinoid tip 2 dwgc biéu hién trén nhitng t& bao
mién dich hoat hod, nguyén bao soi, t& bao ndi mo.

Nghién clru da trung tdm tai Nhat Ban cho thay
brodalumab, khang thé don dong khang receptor
17A d3 giam chi s6 Rodnan tai thoi diém 4 tuan va
52 tuan [32].

Nghién clru NOVESA, nghién ctu pha lla bdo cdo
hiéu qua cla ziritaxestat, chat (rc ché chon loc autotaxin,
cai thién chi s6 t6n thuwong da trén bénh nhan XCBTT giai
doan s&m khi so sanh v&i placebo [33].

Theo nghién cltru trén 43 bénh nhan XCBTT da
cho thay két qua thu vj rang viéc tiét trir Helicobacter
pylori trén bénh nhan XCBTT tham chi khong cd triéu
chirng kho tiéu thi cho thay cai thién thién tinh trang da
thong qua danh gid thang diém Rodnan, chi diém viém
nhw CRP va t&c dd méu lang [34]. Mac du can duoc tiép
tuc danh gid théng qua cac nghién ctru khac.

- Ton thurong tiéu hod

Tén thuwong tiéu hod 13 tén thuwong thudng

gap mac du khdng cdé nhiéu liéu phap diéu tri. Gan
day mot nghién clru da trung tam da cho nhitng
két qud tich cuyc cho liéu phap IVIG (intravenous
immunoglobulin) trén bénh nhan XCBTT toan thé
trong cai thién triéu chirng tiéu hod, sirc manh cua
co, do day cta da [35].

- T6n thwo'ng mach mau

Trong mot nghién ctru da trung tdm, ngau nhién,
¢é nhdm chirng gan day da cho két qua 13 bolitinum
toxin liéu 50Ul (n=46) so sanh v&i nhdm khdng diéu
tri (n=44) d3 cho thdy khéng hiéu qua trong viéc
cai thién tan suat cda hdi chirng Raynaud [36]. Tuy
nhién mét nghién ciru pha lla nghién ctru déng van
angiotensin Il tip 2 receptor C21 cho thay cai thién
triéu chirng Raynaud [37]. Nhirng bién phép diéu trj
khong dung thudc van duoc tiép tuc khang dinh hiéu
qua nhu gilr &m tay lién tuc 13 bién phap diéu trj héi
chirng Raynaud.

7. KET LUAN

Qua nhirng cong b8 gan day cho ching ta thay
nhitng hi€u biét sdu hon vé bénh sinh, cac biéu hién
Id&m sang cling nhu nhitng tiép can diéu tri mai.
Chinh nhitng hiéu biét nay gép phan hd tro cho cac
nha 1dm sang trong viéc ti€p can chan dodn sdm,
tién luvgng, diéu tri t&t hon cho bénh nhan xo cirng
bi toan thé.
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