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ABSTRACT

Background: Livedoid vasculopathy is a chronic skin condition associated with coagulation
disorders, leading to thromboembolism in the dermal blood vessels and necrotizing ulceration of
the skin. The management of livedoid vasculopathy remains challenging, asitis often misdiagnosed
as cutaneous vasculitis and shows poor response to corticosteroids.

Case series: Ten patients with livedoid vasculopathy presenting with recurrent painfululceration on
both legs were treated with oral rivaroxaban. All patients showed favourable responses, complete
ulcer healing, and rapid pain relief. Adverse effects included menorrhagia in two patients.

Discussion: New insights into the pathogenesis have shifted treatment perspectives towards
prioritizing anticoagulant therapy over an approach similar to vasculitis. Menorrhagia was
reported in two cases, while no major bleeding events according to ISTH criteria were observed.
Our preliminary findings suggest that rivaroxaban has favorable clinical efficacy and an acceptable
safety profile in the treatment of thrombotic livedoid vasculopathy.

Conclusion: The results from this case series provide additional evidence supporting the
effectiveness of rivaroxaban in the treatment of livedoid vasculopathy, providing physicians with
additional data to develop more optimal treatment strategies for patients.
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TOM TAT
B&i canh: B&nh mach dang luéi la mot bénh ly man tinh clia da c6 lién quan dén cad ché réi loan
déng mau, dan dén huyét khéi tdc mach & cdc mach mau trung bi va viém loét hoai tir trén da. Diéu
tri cadc ca bénh mach dang lu6i con la mét thach thire, vi bénh thudng dé chan doan nham véi viem
mao mach hoai tir va dap &rng kém véi thu6c chéng viém steroid.

B&o cao loat ca bénh: 10 bénh nhan dugc chan doan bénh mach dang luéi véi bidu hién loét dau
trén da tai dién & hai chan, dugc diéu tri rivaroxaban dudng udng. T4t ca cac bénh nhan déu cho
thay dap ing t6t, cac vét loét lanh hoan toan va giam dau nhanh. Tac dung phu dugc ghi nhan bao
gém rong kinh & 2 bénh nhan.

Ban luan: C4c hiéu biét mdi vé ca ché bénh sinh da lam thay déi dinh huéng diéu tri bénh mach
dang ludi, wu tién liéu phap khang dong hon la ti€p can nhu bénh ly viem mach don thuan. Nhiéu
nghién cltu cho théay rivaroxaban va heparin trong lugng phan tlrthdp c6 kha nang giam dau va thic
déy lién vét loét & bénh nhan c6 co ché huyét khdi vi mach. Trong nghién clru clia chung téi, bénh
nhan dugc theo déi lAm sang va xét nghiém dinh ky dé danh gia tinh an toan diéu tri. Chi ghi nhan
rong kinh & 2 trudng hap, khdng c6 bién ¢ chdy mau lén theo tiéu chuén ISTH. K&t qua budc dau
cho thay rivaroxaban cé hiéu qua lam sang kha quan va tinh an toan chap nhan dugc trong diéu tri
bénh mach dang luéi lién quan ca ché huyét khai.

Két luan: K&t qua tir loat ca bénh nay gép phan bé sung thém bang chirng vé hiéu qua cla
rivaroxaban trong diéu tri bénh mach dang ludi, giup céc bac si c6 thém dif liéu dé dua ra chién
lwge diéu trj tdi vu hon cho bénh nhan.

Ttr khod: bénh mach livedo; thuc chéng dong; loét da man tinh.

1. DAT VAN BPE

Bénh mach dang ludi (livedoid vasculopathy, LV) lamdtbénh  th& phat c6 thé xay ra trong bénh canh bénh ly déng mau

ly da man tinh it g&p do tén thuong cdc mach mau nhé dudi
da dan dén biéu hién viém loét hoai tir da. Bénh con cé tén
goi la viem mach dang livedoid v&i loét da theo mua, viém
mach hyaline hoa phan doan, viém mach livedoid, hoac loét
xuét huyét dau vdi hinh ludi & chi dudi (PURPLE). Bénh dugc
phan loai thuéc nhém bénh mach mau thoai hoa hyalin,
thudng g&p & ni¥ gidi trong dé tudi tir 15— 50 tudi. Ty l& bénh
gap & nir gidi nhiéu gap khoang 2,4 dén 3 lan so v&i nam.

Cd ché bénh sinh clia bénh van chua thuc su dugc hiéu
rd hoan toan, nhung nhigu bang ching cho ring né lién
quan dén r8i loan qua trinh déng mau dan dén hién tugng
huyét kh&i tdc mach tai cdc mach mau trung bi da va hoai
tlr da, do dé bénh hién dugc coi nhu mot réi loan dong
mau hon la bénh ly da viém. [1] R&i loan ddng méau c6 thé
xay ra cuc bdé hoac toan than théng qua cac co ché lién
quan dén tang yéu t8 déng mau, hoat ho4 tiu cau, gidam
thoai hoa fibrin, gidam hoat dong chéng déng. [2] Dwa trén
nguon goc cua rdi loan déng mau ma bénh mach dang
luwdi duge chia lam 2 nhdm nguyén phat va th& phat. LV

*Tac gia lien hé

bam sinh hodc mac phai, cidc bénh tu mién cé r8i loan
tang déng, hoi chirng cén u,... Do d6 cac b4t thudng lién
quan dén xét nghiém vé rdi loan déng mau dugc khuyén
cdo tam soat & cac bénh nhan LV bao gdm khang thé
khang phospholipid, protein C, protein S, homocystein,
lipoprotein(a) [3]. Xét nghiém chuyén sau hon nhu:
cryoglobulin, cryofibrinogen, anti-thrombin [ll, ANA,
vitamin B6, vitamin B12, folic acid cing dugc khuyé&n
cdo néu nhu khéng tim ra yéu t6 th phat. [2] Mot s6 dot
bién gen nhu Factor-V-G1691A, Prothrombin-G20210A,
da hinh MTHFR-C677T (methylene tetrahydrofolate
reductase), da hinh PAI-1-4G/5G (plasminogen activator
inhibitor) cling cho thdy méi lién quan dugc ghinhan [3,4].

Trén ldm sang, LV thudng cé biéu hién dac trung bdi tam
ching bao gobm: do da dang mang ludi livedo, cac vét loét
dau tai dién va seo teo da trdng si. Ngoai ra con c6 thé cé cac
tén thuong dang dat, chdm xuat huyét dugi da khién bénh dé
bi chdn doan nham vdi viém mao mach. Vi tri clia tén thuong
loét va seo hau hét la hai chi dudi trong khi mang ludi livedo
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c6 métty [& nho bidu hién tai vung chi trén. [5] Chan doan xac
dinh bénh dua trén triéu ching lam sang va mo bénh hoc vdi
hinh anh hyalin hoa thanh mach trung bi kem theo hinh anh
huyét khéi trong long mach [3]. Hién tugng xdm nhép viém
trong thanh va quanh mach mau it ndi troi 1a dac diém giup
phén biét véi cac bénh ly viem mach clia da.

Trudc day viéc diéu tri bénh mach dang ludi thuong la mot
thach thirc trén ldm sang do bénh hay bi chan doan nham
véiviem mao mach da, nhatlaviém mao mach hoaitl, dan
dén cac phuaong phéap diéu tri khéng phu hgp, dac biét (a
viéc sl dung corticosteroid hodc thuéc t'c ché mién dich
kéo dai. Cac thuéc cd dién nhu aspirin, pentoxifylline,...
cling cho thay bang ching hiéu qua khéng cao. Hién nay,
céc khuyén céo diéu tri da thay déi, nhdn manh vai trd cla
céc liéu phap chong doéng toan than. Thudc chéng déng
hién dang la lwa chon diéu tri thudng dugc s dung nhéat
trén thé gidi vdi nhidu bang chiing 1am sang, dac biét a
heparin cling nhu cdc nhém thudc chéng dong dudng
uéng th& hé mai (NOAC), v6i bang chitng hiéu qua cho ca
LV nguyén phat cling nhu th& phat [3,4,6].

Tai Viét Nam, viéc str dung thuc chdng dong trong diéu tri
cac bénh ly da liéu néi chung va bénh mach dang ludi tai da
néi riéng la mét khia canh con mdi, chua c6 nhiéu bao cao
va nghién cttu. Trong bai nay, ching toi trinh bay kinh nghiém
lAm sang tur loat ca bénh LV dién hinh dugc diéu tri bang
rivaroxaban - mot thudc chéng déng duding udng thé hé mdi.

2. BAO CAO LOAT CA BENH

10 bénh nhan vdi chdn doan bénh mach dang ludi tai da
dugc diéu tri tai Khoa Da liéu va Bdng, Bénh vién Bach Mai
trong khoang thoi gian tir 9/2023 dén 11/2025 (Bang 1). Cac
bénh nhan déu tdi kham vdi bi€u hién ldm sang dac trung
(4 d4u hiéu loét da tai dién nhiéu an tai cdng ban chan 2
bén, cac vét loét dau gay anh hudng L&n t6i chat lugng cudc
s8ng. Pa phan cac bénh nhan déu la ni¥ gidi trong do tudi tir
13 — 43 tudi. 8/10 bénh nhan da duoc diéu tri trudc do theo
huéng viém mao mach bang corticoid toan than, aspirin hay
colchicin cho dap ¢ng kém, céc tén thuong loét da con tai
phat nhigu dgt trong khi diéu tri. M6 bénh hoc ctia cadc mau
sinh thiét da cho thay cac d&c diém cla bénh mach dang
lwéi nhu day thanh, thoai hoa hyalin thanh mach va hién
tugng huyét khoi tai cdc mach mau &trung bi da (Hinh 1).

Tat ca bénh nhan hodc ngudi giam hé hgp phap déu dugc giai
thich d8y dvé muc dich diéu triva sir dung dir liéu cho nghién
cltu khoa hoc, dong thoi ky cam két déng thuan tham gia
nghién ctru va dongy cong bo hinh anh ldm sang. Céc thongtin
cé nhan cua ngudi bénh dugc ma héa va bao mat hoan toan
trong qua trinh thu thap, phan tich va cong bo sé liéu.

Bang 1. Dac diém bénh nhan va két qua diéu tri

Bénh Thoi Pap rng lam sang
5|5 néncé |Tiénsw Lidu ian
E a2 r8i loan da . gia o ., |Lién
N -y . | rivaroxaban | diéu |Giam|Giam| ~ .
dong | diéu tri A .| vét
. tri | dau | do .
mau loét
- Chua GC; 3
1| N |38 phéat hién| As; Co 20mg thang * * *
- Chua 3
2INEWI3 psthien| CC | 5™ lthangl Y| Y| T
- Chua . 4
3Nk |18 phat hian GC; As 10 mg thang + - +
- Chua GC; 6
4| N@ 34 phat hién| As; Co 15 mg thang * ) *

Bénh Thoi Dap rng ldm sang
N S i
= | .= | néncé |Tiénswr - .
El @|®©| ~ Lieu gian o
»| ® | 2| roiloan da . o i .2 |Lién
= N .. . . |rivaroxaban | diéu |Giam|Giam| _
dong | diéutri R , | vét
. tri | dau | do i
mau loét
- Chua 4
5|NO25 psthien| CC 1Sme  lipangl Y| Y| Y
- Chua N 2
6 | N [ 43 phat hién Khong 10 mg thang + - +
- Chua . 1
7 | NG |21 phét hién GC; Co 15mg thang + - +
Chua N 2
8 [Nam| 38 phét hién Khéng 20mg thang + + +
- Chua 1
9 [ N |39 phét hién GC 20mg thang + + +
~ Chua 2
10| Nt | 24 phat hign GC 10 mg thang + + +
Ghi chu: GC: glucocorticoid; As: aspirin; Co: colchicin

Céc bénh nhan dugc da chi dinh diéu tri rivaroxaban — mot
thudc khang déng dudng udng thé hé mdi, vdi lidu diéu tri
t&r 10 — 20 mg/ngay. Tat ca céac bénh nhan déu cho thay dap
Ung kha nhanh sau diéu tri va dugc dirng thudc khi céc tén
thuong loét da da lanh. Thoi gian diéu tri ch6ng déng kéo dai
trong 1 -6 thang. Dap Ung ldam sang cho thay tinh trang dau
cai thién t6t va cac vét loét co xu hudng lanh nhanh & tat ca
cac bénh nhan (Hinh 1), ngoai ra chung t6i clng ghi nhan
su cai thién hién tuong dé da hoac mang luéi livedo trén da
@ 6/10 bénh nhan. Bénh nhan dugc chi dinh dirng thudc va
theo doi ti€p sau khi cac vét loét trén da da lién hoan toan.
Cac tac dung phu gap phai trong thoi gian diéu tri dugc ghi
nhan bao gom rong kinh & 2 bénh nhéan, khdng gép bién
chitng chdy mau lén ndo theo tiéu chuan Hiép héi qudc té
vé Huyét khai va Cam mau ISTH & tat ca cac bénh nhan.

3\ : “vs‘ ¥ ‘ " ‘ LS ;’_"' ‘ e
Hinh 1. Bi€u hién ldm sang dién hinh va mé bénh hoc
da clla mot bénh nhan
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3. BAN LUAN

Nhitng hiéu biét mdi vé cd ché bénh sinh clia bénh, trong
doé nhan manh vai tro clia cac réi loan dong mau va huyét
khéi tdc mach da lam thay déi quan diém diéu tri. V&i viéc
phéan biét LV v&i cac bénh ly viém mach, va xem xét né nhu
mot bénh ly vé rdi loan déng mau va ing dung céc thudc
chéng déng trong diéu tri d& dem lai nhiéu két qua lam
sang kha quan. Heparin trong lugng phan tlr thap va cac
thu6c khang déng dudng uéng mdi la hai nhédm thudc ndi
lén v&i nhiéu bang chirng, trong d6 rivaroxaban cho thay
nhiéu di¥ liéu toan dién nhat vé hiéu qua va tinh an toan
trong diéu tri [3,6]. Wenji Chen bdo cédo 3 ca lam sang
dugc diéu tri rivaroxaban déu cé dap &ng nhanh sau vai
thang va khéng ghi nhan tai phat sau 18 — 23 thang sau dé
[7]. 2 ca bénh cla tac gia Jiménez-Gallo vdi vét loét kha
sau va lén viing cdng chan va ban chan ciing da duogc digu
tri thanh céng vdi rivaroxaban 10 mg/ngay, tac gia ghi nhan
triéu chirng dau cai thién rd chi sau 1-2 tuan va tén thuong
da lanh hoan toan sau 3-4 thang diéu tri [8]. Mot bao céo

khac ctia Winchester va cong sy trén 2 ca bénh nhan nt
cling cho thay hiéu qua vdi lidu rivaroxaban 10 — 20 mg/
ngay, ngoai ra tac gia cing ghi nhan tac dung phu budn ngu
tuong ty nhu bénh nhén trong bao cdo clia chuing t6i, dac
biét vdi lieu trén 10mg [9]. Mét nghién cltu da trung tdm
v6i ¢& mau lén hon trén 28 bénh nhan (th& nghiém RILIVA)
cho théy hiéu qua r6 rét trong giam dau cling nhu cai thién
vét loét va tinh trang do da sau 12 tuan, trong dé c6 mot
s6 bénh nhan dugc diéu tri phéi hgp thém véi enoxaparin
[10]. Khuy&n cdo diéu tri nam 2021 cua Hiép héi Da liéu
Durc cling dé xuat viéc khdi tri véi heparin trong lugng phén
tlr thap tiém dudi da & ligu diéu tri va gidm liéu heparin
cling nhu chuyén sang rivaroxaban udng khi bénh én dinh
[3]. Tuy nhién tat ca bénh nhan trong bao céo clia ching
t6i déu dugc diéu tri ngoai trd tai nha vi vay ching toi chi
st dung rivaroxaban uéng dan thuan va clng ghi nhan dap
rng ldm sang nhanh, nhat la &viéc giam dau va toc do lanh
vét loét da, tuong tw nhu cac bao céo trudc do.

Hinh 2. Dap &ng lién t8n thuong loét da sau diéu tri
(a: bénh nhan n 38 tudi, tru'dc va 9 thang sau diéu tri; b: bénh nhan ni? 13 tudi véi nhidu vét loét sdu
& mu chén, duy tri dép tng t6t sau khi dirng diéu tri 8 thang)

DU liéu an toan cua rivaroxaban trong diéu tri LV cling d4
dugc thé hién qua nhiédu nghién ctu. Thir nghiém RILIVA
ghi nhan 6 bénh nhan (24%) xay ra tac dung phu bao gom
rong kinh, khé thd va chay mau chan rang, khong ghinhan
chay mau l&n nghiém trong [10]. Cac bién cd bat Lgi cling
dugc ghi nhan & 25% trong nghién clu clia Lee va Cho,
trong do rong kinh & tac dung phu thuong gap nhat bén
canh mot truong hop chdy mau lgi, chdy mau niém mac
muiva tu mau khdp [11]. Trong loat ca bénh nay chung toi
cling chi ghi nhan céc tac dung thudng gap lién quan dén
rong kinh & cac muic dé khac nhau. Cac hién tugng nay
déu cai thién sau khi dirng diéu tri.

Trong loat ca bénh nay, chiang téi chi s dung thuéc trong
khoang thdi gian tir 1 — 6 thang va dirng diéu tri khi tén
thuong loét da 6n dinh, tuong tu nhu trong mot sé béao
céo ca bénh trudc do cla céac tac gia khac. Thuc té chua
c6 khuyén céo vé thdi gian duy tri thuéc chéng déng hay
céc nghién clru vé viéc duy tri dy phong tai phat sau diéu
tri. Trong s6 cac bénh nhan dugc theo déi véi thdi gian hon
1 nam, chung t6i da ghi nhan 2 trudng hop tai phat tén
thuong da sau khoang 10 thang dirng diéu tri. Cac bénh
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nhéan nay da dugc chi dinh diéu tri lai mot dgt rivaroxaban
10mg va cho thay dap (ng tét tuong tu nhu lan diéu tri
dau tién. Bénh mach dang lu6i la mot bénh ly cé tién trién
man tinh va tai dién tirng dgt. Nghién cliu clia tac gia Lee
va Cho s dung rivaroxaban trén 15 bénh nhan trong thoi
gian ngén nhat la 1 thang, ghinhan 76,9% bé&nh nhan bj tai
phat trong thoi gian trung binh 24,9 tuén sau khi dirng diéu
tri [11]. M&c du vay céc tac gia nhan thay cac dgt bung
phat thuong xay ra vao mua hé véi mic do bénh nhe hon
so v&i dot bénh dau, va cé thé kiém soat t6t sau khi diéu
tri lai [11]. C&n c6 thém céac nghién clru theo doi dai hon
dé danh gia chinh xac nguy co tai phat va su’ can thiét cla
viéc duy tri kéo dai liéu phap chéng déng.

4. KET LUAN

Nhirng hiéu biét mdi vé ca ché bénh sinh clia bénh da ciing
¢ vai trd trung tdm cla céc rdi loan déng mau, lam thay
ddi quan diém diéu tri theo hudng st dung céc liéu phap
chdng ddng toan than thay vi ti€p can diéu tri nhu moét bénh
ly viem mach. K&t qua tir loat ca bénh nay cung cip thém
di liéu vé rivaroxaban, mot thudc khang déng dudng udng
thé& hé mdi, dang ndi lén nhu mét lua chon diéu tri phd hop
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cho ca bénh mang dang ludi nguyén phat va th& phat véi
hiéu qua dap ng nhanh t8n thuong da va it tac dung phu
nghiém trong. Tuy nhién, trén y van cling nhu thuc té van
con ghi nhan céc trudng hop tai phat sau khi ngirng thuéc,
do dé can thém cac nghién ctiu theo déi dai han véi cd mau
6n hon nhdm xéc dinh thoi gian duy tri didu tri t6i wu va xay
dung chién luge du phong tai phat phu hop.
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