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Hoi chirng khang phospholipid

Antiphospholipid syndrome
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Hoi chiing khang phospholipid (APS) 1a mot bénh ty mién dac trung bdi huyét khéi tinh mach,
huyét khéi ddng mach va céc bénh san khoa véi néng dé khang thé khang phospholipid duang tinh
lién tuc dugc do vao 2 lan khac nhau cach nhau 12 tuan (bao gém khéang thé khang cardiolipin,
khang thé khang B2 glycoprotein va khang thé lupus anticoagulant). Bénh nhan APS cé nhiéu nguy
co bi xa vira ddng mach nhanh, nh6i mau ca tim, dét quy va bénh van tim. Khodng 1% bénh nhan
APS c6 thé c6 tham hoa APS (CAPS), day la bién ching nang cla héi chiing antiphospholipid va c6 ty
I& t&r vong rat cao.

Tir khéa: Antiphospholipid, khang B2 glycoprotein, chéng déng mau lupus.

Summary

Antiphospholipid syndrome (APS) is an autoimmune disease characterized by venous
thromboembolism, arterial thrombosis, and obstetric morbidities with persistently positive levels of
antiphospholipid antibodies measured on 2 different occasions 12 weeks apart (including anti
cardiolipin, anti 2 glycoprotein va lupus anticoagulant). Patients with APS are at increased risk for
accelerated atherosclerosis, myocardial infarction, stroke, and valvular heart disease. Approximately 1%
of people with APS can have catastrophic APS (CAPS), which is a serious complication of the

antiphospholipid syndrome and has a very high mortality rate.
Keywords: Antiphospholipid, anti 32 glycoprotein, lupus anticoagulant.

1. D&t van dé

Hoi ching khang phospholipid (APS) la bénh tu
mién, thudng gap & phu ni tré, ti 30 - 40 tudi, ty lé
ni/nam khoang 5/1 [1]. Bénh nhan APS xuat hién ty
khang thé khang phospholipid trong mau, tir dé tao
ra cac cuc mau dong trong long mach, dan dén cac
triéu ching nhu nhéi mau phéi, doét quy, nhoi mau
co tim, tac tinh mach sau, thiéu mau co tim thoang
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qua, sui van tim, dong kinh, mang xanh tim livedo
v.v... Déi v6i phu nit mang thai, bénh gay tinh trang
say thai tai dién, thai chdm hodc ngiing phat trién
trong tl& cung. Bénh thudng di kém véi gidm tiéu
cau muc d6 trung binh. Ty I& ngudi lanh c6 khang
thé khang phosphlipid la khoang 1 - 5% [1], [2]. Cac
khdng thé nay bao gém khang thé khang
cardiolipin, khang thé khang B2 glycoprotein, va
khang dong lupus. Tuy nhién, phan Ién nhiing
ngudi c6 khang thé khang phospholipids hoan toan
khde manh, chi 1/3 trong s6 do tién trién thanh hoi
ching khang phospholipid. Bénh hay di kém véi
mot s6 bénh nhu lupus ban dé hé théong (30%), hoac
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tac tinh mach sau (30%). Khodng 25% bénh nhan
dét quy sém duéi 50 tudi, va 10% bénh nhan say
thai tai dién c6 phéi hop véi hoéi ching
antiphospholipid. Khodng 1% bénh nhan APS c6 thé
c6 tham hoa APS, day la bién chiing nang clia héi
ching antiphospholipid, bénh dién bién trong thoi
gian ngan, dan dén tén thuong tién trién trén ba co
guan ndi tang. Ty Ié tif vong cla bénh trong trudng
hgp nay rat Ién néu khong dugc diéu tri kip thoi.

Hoéi ching khang phospholipid gom 2 loai: APS
nguyén phat va APS thi phat. APS nguyén phat la sy
hién dién cta khang thé khang phospholipid &
nhing bénh nhan bi huyét khéi v6 can nhung
khéng c6 bang chiing vé bénh tu mién hodc yéu to
khai phat khac nhu nhiém trung, bénh ac tinh, chay
than nhan tao hodc aPL do thuéc. APS thur phat khi
c6 su hién dién khang thé khang phospholipid &
nhiing bénh nhan c¢6 réi loan tu mién dich (chu yéu
la lupus ban do hé théng va viém khép dang thap)
c6 thé kém theo huyét khdi hodc bién c¢é thai san.
Cac biéu hién lam sang cta huyét khéi la tuong tu
nhau & ca APS nguyén phat va APS tha phat [1].

Bénh Ty 18 aPL (+)
Lupus ban dé hé théng 25-50%
Hoi ching Sjogren 42%
Viém khdép dang thap 33%
Ban xuat huyét gidm tiéu cau tu mién 30%
Viém khdp vay nén 25%
Xo cling toan than 22%
Bénh mé lién két hén hop 20%
Viém déng mach té€ bao khéng 16 20%
Hoi ching Behcet 20%

2. Co ché bénh sinh

Khang thé khang B2 glycoprotein (anti apolipo
H) 1a moét phan nhéom cha khang thé khang
cardiolipin, gan véi apolipo H Uc ché protein C.
Protein C la mét glycoprotein cé chiic nang diéu hoa
con dudng déng mau chung nhu lam gidng hoa yéu
t6 Va va Vllla. Hai yéu t6 nay can thiét cho qua trinh
chuyén prothrombin thanh thrombin. Vay, khang
thé B2 glycoprotein Uc ché protein C, lam Va va Villa
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khéng dugc giang hoa thuc day qué trinh déng
mau. Khang thé lupus anticoagulant gan véi
prothombin lam tang kha ndang phan cat cla
prothrombin dé chuyén thanh thrombin vi vay lam
tang nguy cg déng mau. Trong héi ching khang
phospholipid, ngugi ta con tim thdy khang thé gan
vdi protein S, protein S la déng yéu t6 vai protein C.
Vi vay, khang thé khang protein S sé gian ti€p lam
giam hiéu ing cua protein C, hau qua la dan téi tang
dong mau “ first hit” (ca hich tha 1). Cudi cung la yéu
t6 annexin A5 vén c6 vai trd tao mot I6p che chén
cac phan ti phospholipid mang dién tich am do vay
lam gidm vai tro cta phospholipid tham gia vao qua
trinh  d6ng mau. Trong héi ching khang
phospholipid, khang thé khang annexin A5 lam
gidm vai tro cla annexin A5, lam phospholipid
mang dién tich am dugc boc 16 ra do vay lam tang
qua trinh déng mau [3], [4], [5].

| Con duong dong méu ndi sinh

Xlla
Xla F’un dudng dong mau ngqa_ii sinh
IXa v
# @ |Cun dudmg dong mau chung | *TF
QY J—
X ./>.\-.I Protein S
Catt QI‘_D,»'""?_. | Protein |
Prothrombin A Fragment 1+2 "\I‘l
Ca** QZLD Thrombin > T

Fibrinogen ————  Fibrin Protein C

So dd 1. Méi lién quan ctia phospholipid
va con dudng déng mau [5]

Y van thé gidi nhac dén mot so yéu t6 c6 kha
nang lam bung phat 1én cac biéu hién bénh ly cta
hoi ching APS. Cac yéu t6 nay dugc goi la nhiing
“second hit” (cu hich tha 2) vi du nhu hat thuéc 13§,
bénh tim mach, nam lau, hodc qua trinh mang thai,
dung thudc tranh thai, tang lipid mau...[6].

3. Khéng thé trong hoi chiing khang phospholipid
3.1. Khdng thé lupus anticoagulant (LA)

LA la mét globulin mién dich gan két véi
phospholipid va protein mang bao tuong. Méi
tuong tac gilta mang bao tuong vai cac yéu t6 dong



TAP CHI Y DUGC LAM SANG 108

H6i nghi Khoa hoc chao miting 70 ndm ngay truyén théng Bénh vién TWQD 108 ndm 2021

mau la can thiét dé thuc hién day du chiic nang cac
con dudng ddng mau.

Khang thé lupus anticoagulant cé khd nang uc
ché cac phan Ung clia qua trinh déng mau cé phu
thudc vao phospholipid nhu: APTT, thdi gian Kaolin
[8]. Xét nghiém tim khang thé LA: Hién tai chua c6
xét nghiém dac hiéu dé xac dinh ngay ra khang thé
lupus anticoagulant. B&i vay viéc chan doan su co
mat cla khang thé nay phai thuc hién quy trinh ba
budc: Sang loc, trén va khang dinh, phai dua vao cac
tiéu chuan chan doan cla cac buéc dé.

3.2. Khdng thé khéng cardiolipin

Cardiolipin la thanh phan quan trong tao nén
I6p mang trong cla ty thé, ching chiém dén 20%
thanh phan lipid cta I6p mang nay. Cardiolipin lan
dau tién dugc phan lap tu tim bo vao nhiing nam
dau thap nién 40 cua thé ky trudc. Ching dugc tim
thay & hau khap cac co quan va té chuic trong ca thé.
G ty thé, cardiolipin déng vai trd lam t8i uu héa chiic
nang cla cac enzymes lién quan dén chuyén hoa
sinh nang lugng [7].

Khang thé khang cardiolipin la cac khang thé
nham vao cardiolipin va dugc tim thay trong mot s6
bénh ké c& giang mai, APS, tim xanh viém mach
(livedoid vasculitis), khuyét dét song nén, say thai tu
nhién khong ré nguyén nhan, va lupus ban do hé
théng (SLE). Cac khang thé nay la mét dang cla
khang thé khang ty thé [7].

3.3. Khdng thé khdng B2 glycoprotein

Beta 2 glycoprotein (B2GPI) la mét loai
lipoprotein dugc téng hgp tir gan va gidi phong vao
mau. Anti beta 2 - glycoprotein la mét tu khang thé
dugc san xuat bdi hé théng mién dich nham lan
muc tiéu nham t&i cac protein lipid trong ti€u cau va
I6p t€ bao ngoai cung cla co thé. Muc tiéu cla tu
khang thé nay la B2GPI Ia mét khang thé trong hoi
ching khang phospholipid (APS). Khang thé nay
gém 2 loai la IgG va IgM. B2GPI tham gia vao qua
trinh déng mau, né cé lién quan truc ti€p dén cac
cuc mau déng nhung chua rdé nguyén nhan.

Xét nghiém anti $2- glycoprotein dugc thuc hién
trén mau mau tinh mach va dugc phat hién boi
phuong phap ELISA (Enzyme-Linked Immunosorbent
Assay) dé tim khang thé IgG hodc/va IgM.

4, Biéu hién lam sang

Cac trieu ching lam sang c6 thé la biéu hién
truc tiép hoac gian tiép clia huyét khoi tinh mach
hoac dong mach va/hodc bénh ly vé thai ky.

4.1. Huyét khéi tinh mach

Dac trung la huyét khéi tinh mach nong va sau,
xuat hién & 29 - 55% cac trudng hop. Cac vi tri c6 thé
xudt hién huyét khéi nhu: Tinh mach nao, dau hiéu
va triéu ching cla tang ap luc ndi so, huyét khoi
tinh mach véng mac, thuyén tac phoi, hoi ching
Budd- Chiari (huyét khoi tinh mach gan)...

4.2. Huyét khéi déng mach

Huyét khoi dong mach ty |é gap it phd bién hon
huyét khéi tinh mach. Thudng biéu hién thiéu mau
nao thoang qua hodc doét quy (50%), nhéi mau co
tim (23%). Bi€éu hién lam sang da dang nhu migrain,
roi loan nhan thuc, hoai t& ngén, hoai ti xuong vo
mach, tdc déng mach véng mac gdy mu mat mot
bén khong dau (amaurosis fugax), hep dong mach
than, va tén thuong cau than, nhoi mau lach, tuy va
tuyén thugng than. Viém noi tdm mac libman -
Sacks bao goém nhiing sui rat nhd, mé hoc cé dac
trung 1a nhiing vi huyét khéi tiéu cau - fibrin c6 sap
xép vay xung quanh la nhiing nguyén bao sgi va
thuc bao dang tang truéng.

Ton thuong cau than biéu hién bang tang huyét
ap, tang creatinin, protein niéu va tiéu mau nhe. Vé
md hoc, nhitng sang thuong nay cé dac trung trong
giai doan cap bdi bénh ly vi mach huyét khéi anh
hudng dén mao mach cau than, trong giai doan
man dac trung bai tang sinh 16p trong dang xo, tac
nghén dang xa va/hodc xo - té bao cac tiéu déng
mach va teo vé than khu tru.

4.4. Cic biéu hién khac

Viém mao mach hinh mang Iugi (livedo
reticularis), triéu chiing nay gay ra do sung phong cac
ti€u tinh mach do tdc nghén mao mach do huyét khéi.
Cac biéu hién tam than kinh gém dau dau, co giat, hoi
chuing Guilain-Barre, viém tly ngang...
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Bién c6 thai san c6 thé gap nhu: Say thai, thai
chét luu, dé non, thai chdm phat trién trong ti
cung... dén hoéi ching HELLP (tan mau, tang men
gan, gidm tiéu cau).

Hinh 1. Dau hiéu Liverdo reticularis

5. Tiéu chuan chan doan APS

Tiéu chuan dau tién dugc st dung dé chan doén
APS la tiéu chudn Sapporo 1999, dén nam 2006
dugc stia doi tai hoi thao & Sydney, Australia va dugc
st dung dén nay [2], [8].

5.1. Tiéu chuén I4m sang
Tac mach

Co6 it nhat mot lan tdc mach (tinh mach, déng
mach hodc cac mach mau nhd) & bat ky mé hoac co
quan nao trong co thé.

Bién cd thai san

C6 it nhat mot lan thai luu khéng ré nguyén
nhan (khéng cé bat thudng thai nhi) tu tuan 10 thai
ky tré [én hodc

C6 it nhat mét lan sinh non khéng ré nguyén
nhan (khong c6 bat thudng thai nhi) trudc tuan 34
thai ky do: (a) San giat hodc tién san giat nang, hoac
(b) C6 dau hiéu suy tuan hoan rau thai hodc

Cé it nhat 3 1an sdy thai ngdu nhién lién tiép
truéc 10 tuan thai ky khong do bat thuong vé giai
phau hodc hormone clia me hodc bat thudng vé
nhiém sac thé.

5.2. Tiéu chuén xét nghiém

Khang thé khang cardiolipin 1gG va/hoac IgM
duong tinh hiéu gid tu trung binh tr& lén trong it
nhat 2 lan kiém tra cadch nhau it nhat 12 tuan dugc
xac dinh bang phuang phap ELISA chuan.
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C6 su hién dién cta khang déng Lupus trong
huyét tuong, it nhat hai lan cach nhau it nhat 12
tuan, dugc xac dinh theo huéng dan clia Hoi tac
mach va tan huyét Quéc té.

Khang thé khang B2 glycoprotein | IgG va/hodc
IgM duong tinh trong it nhat 2 lan kiém tra cach
nhau it nhat 12 tuan dugc xac dinh bang phuong
phap ELISA chuan.

Ho6i ching antiphospholipid dugc xac dinh khi cé
it nhat 1 tiéu chudn l1am sang va 1 tiéu chudn xét
nghiém, trong d6 xét nghiém lan dau tién dugc thuc
hién it nhat 12 tuan ké tur khi cé triéu chiing lam sang.

5.3. Tiéu chudn chdn dodn thdm hoa APS

C6 su tén thuong cua it nhat 3 co quan ndi tang,
toan than va/hoac mé.

Cac triéu chung tién trién déng thai hoac duéi
1 tuan.

Tac mach nho cha it nhat mét co quan hoac moé
dugc xac dinh bang mo bénh hoc.

C6 khang thé khang phospholipid (khang
déng lupus va/hodc khang thé khang cardiolipine)
duong tinh.

T4c mach nén dugc xac dinh bang chan doan hinh
anh. Tén thuong than dugc dinh nghia bang tang
creatinin - > 50%, tang huyét ap nang (>
180/100mmHg), va’/hodc protein niéu (> 500mg/24
gio).

®M6 bénh hoc xéac dinh tinh trang tac mach, ¢
thé c6 viem mach di kém.

‘Néu bénh nhan chua dugc chan doan APS, xét
nghiém khang thé khang phospholipid can lam it
nhat 2 1an cach nhau it nhat 6 tuan.

5.4. Chén doén xédc dinh thdm hoa APS c6 cé
4 tiéu chudn trén

Nghi ngo thdm hoa APS khi

C6 ca 4 tiéu chuan, nhung tiéu chuan 1 chi c6
tén thuong 2 co quan nodi tang.

C6 ca 4 tiéu chuan, nhung thdi gian xac dinh
khang thé < 6 tuan, do bénh nhan tl&r vong sém hoac
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bénh nhan chua bao gi& xét nghiém khang thé
khang phospholipid trudc khi xdy ra thdm hoa APS.
Chi cé tiéu chudn 1,2 va 4.
Chi c6 tiéu chuan 1, 3 va 4 va bénh tién trién
hon moét tuan nhung dudi 1 thang, mac du ¢é dung
thudc chéng dong.

6. Diéu tri

Phan I6n cac bénh nhan APS dugc chan doan
sau cac bién c6 tdc mach, hodc thai san, chinh vi thé,
diéu tri chi yéu la du phong tic mach, hodc du
phong bién ¢6 thai san. Cac thuéc chéng dong dung
lau dai, nhu heparin trong lugng phan ti thap, hoac
khéng vitamin K, hodc khang Xa, hodc uUc ché truc
ti€p thrombin va/hodc kém cac thudc chong ngung
tap ti€u cau la bién phap dugc cac bac si lua chon
[8], [9]. V&i APS thu phat, cac bién phap nhu
corticoid, tc ché mién dich hay thay huyét tuong chi
la cac bién phap tam thdi, thudng dugc chi dinh khi
c6 bénh di kém vi du nhu lupus ban d6 hé théng
(SLE), hoac trong tinh trang bénh nang de doa tinh
mang [2], [10].

Du phong tdc mach bang wafarin suét ddi, muc
tiéu INR trong khoang 2 - 3 don doc hay phéi hop
aspirin 80mg hang ngay [1], [10]. Chua c6 ching cu
vé diéu tri cho bénh nhan aPL khi khéng c6 bién c6
Iam sang, tuy nhién aspirin 80mg hang ngay bao vé
dugc bénh nhan SLE khéng xuat hién bién cé do
aPL. Véi trudng hgp bénh nhan APS va CAPS bi cac
bién c6 huyét khéi tai di tai lai du dugc diéu tri khang
déng day du, trong trudng hop nay globulin mién
dich tiém tinh mach (IVlg) 400mg/kg/ngay trong 5
ngay hodc khang thé don dong khang CD20 liéu
375mg/m? méi tuan trong 4 tuan c6 thé cé ich. Bénh
nhan CAPS vén dugc cham soc tai khoa san soc dac
biét khéng thé dung wafarin, nén dung heparin trong
lugng phan td thap, néu co giam tiéu cau do heparin,
thudc Uc thé yéu té xa nhu fondaparinux 7,5mg tiém
dudi da hang ngay cé hiéu qua.
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