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NHAN XET KHANG THE LUPUS BONG MAU
VA KHANG CARDIOLIPIN \
O BENH NHAN SAY THAI LIEN TIEP DUGI 12 TUAN

Tom tat

Héi chung khdng phospholipid (APS) la mét nguyén
nhdn c6 thé chiia khéi hoan toan ctia sdy thai lién tiép.
Muc dich nghién ctu: nhdm phan tich sy bién déi cia
2 khdng thé khdng phospholipid: lupus déng mdu (LA)
va khdng cardiolipin (aCL) trong bénh ly STLT. Phuong
phap: Nghién ciu tién hanh trén cdc bénh nhdn STLT hién
mdi ¢6 thai dén khdm va diéu tri tai Bénh vién Phu San
Trung uong. Phuong phdp nghién ctiu mé ta cat ngang,
tién ciu. Két qua cho thdy trén 302 bénh nhdn STLT, APS
chiémty I8 11,27%. Khdng thé LA duoing tinh 2 Idn chiém
ty Ié: 0,38%, khdng thé khdng cardiolipin IgG va IgM
duong tinh 2 lan chiém 10,9%. Khéng cé méi tuong quan
tuyén tinh gita gid tri duong tinh cta 2 lan thir aCL. Két
ludn: Khdng thé LA c6 vai trd khong ré rang trong bénh ly
STLT tudi thai dudi 12 tudn. Khdng thé khdng cardiolipin
loai IgM duong tinh thodng qua c6 lién quan dén tinh
trang viém nhiém sinh duc. Khdng thé khdng cardiolipin
logi IgG duong tinh khéng cao nhung it thay déi trong
bénh ly STLT. Tirkhéa: sdy thai lién tiép, héi ching khdng
phospholipid, khdng thé khdng phospholipid.

1. Dat van de

Say thai lién tiép la mot thach thic I6n d6i véi
nganh san khoa trén thé gidi, viéc tim ra nguyén
nhan va cach diéu tri hiéu qua dé mang lai mot
thai nhi khoé manh luén la tran tr& cha cac thay
thuéc san khoa.

Theo dinh nghia kinh dién say thai lién ti€p la c6
tu 3 1an say thai lién tuc trg 1én, loai trir nhimng trudng
hop chira ngoai ti cung, chiia triing, sy thai sinh hod
va cac thai sdy nay phai dudi 22 tuan [1].

Mét nguyén nhan c6 thé diéu tri khoéi hoan
toan, nang ty lé thai séng lén cao la héi ching
khang phospholipid (APS) [2].

Tiéu chudn Sydney 2006 |a tiéu chudn cap nhat
nhat dugc ap dung chan doan APS gém 2 nhém
tiéu chudn. Tiéu chuan lam sang dugc lua chon la
3 1an say thai lién ti€p tudi thai dén 10 tuan. Tiéu
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Abstract

ROLE OF LUPUS ANTICOAGULANT AND
ANTICARDIOLIPIN IN RECURRENT PREGNANCY LOSS
BEFORE 12 WEEKS OF GESTATION

Background: Antiphospholipid syndrome (APS)
is a curable cause of recurrent pregnancy loss (RPL).
The aim of study was to evaluate the role of Lupus
anticoagulant (LA) and anticardiolipin (aCL) in RPL
related to APS. Method of study: study population
included women with a history RPL who have just
been diagnosed pregnancy attending to NHOG
from 1/2012-6/2013. This is a prospective and cross
sectional study. Results: The study of 302 pregnancies
achieved after referral revealed that APS consists
of 11,27% in RPL. LA double positive is 0,38%, aCL
double positive is 10,9%. Conclusions: the role of LA
is not clear in early RPL. IgM aCL single positive may
caused by infection of reproductive organs. IgG aClL
positive is more specific than IgM aCL in RPL related
to APS. Key words: recurrent pregnancy loss, role of
lupus anticoagulant, anticardiolipin

chudn can lam sang la ¢6 duong tinh vai it nhat 1
trong 3 loai khang thé LA hodc IgG aCL hoic IgM
aCL. Cac khang thé nay phai ducng tinh 2 1an céch
nhau 12 tuan [2].

Tu ndm 2009 dén nay, mot vai nghién cliu vé
linh vuc nay da dua ra ty I& duang tinh 1 lan cda
khang thé khang cardiolipin. Chinh vi vay, chung
to6i ti€n hanh nghién clu nay véi muc tiéu: Phan
tich su bién d6i ctia khang thé Lupus déng mau va
khang cardiolipin trong bénh ly say thai lién tiép.

2. béi tuong va phuong phap nghién cuu
2.1 Déi tuong nghién ciru
Nhing bénh nhan dén kham tai bénh vién Phu
San Trung Uaong ti 1/2012 dén 6/2013 dugc dua
vao déi tugng nghién ctu néu dap ung dua 2 tiéu
chuén sau:
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- Bénh nhan mdéi c6 thai

- Co tién su say thai 2 1an lién tiép trd |én, tudi thai
khi sdy dén 12 tuan [3].

Tiéu chuan loai trur:

- Cac bénh nhan co tién sa: Say thai sinh hoa, say
thai sau 12 tuan, thai hong lan truéc la thai triing hoac
chtra ngoai tr cung.

- Khéng xét nghiém 2 khang thé Lupus déng mau
va khéng cardiolipin.

2.2 Phuong phap nghién ciu:

M6 ta cat ngang, tién hanh tién cuu.

Cémau:

n= d2

n la c& mau nhé nhat phai dat dugc cho bénh nhan
say thai lién tiép.

Z la hé s6 tin cay, & muic xac suat 95%, Z=1,96.

p latylé 1 trong cac nguyén nhan co ty | & thap
nhat trong say thai lién ti€p la 7% (bat thudng nhiém
séc thé); p=0,07 [4]

g la ty 1é khéng c6 nguyén nhan nay trong say thai
lién tiép, g = 1- p=0,93

d la do chinh xac mong muén, d= 0,02

Thay vao cong thuc, tinh dugc n = 294.

Cdc budc tién hanh:

* Lam sang:

Bénh nhan dudc héi bénh, kham bénh dé xac dinh
tinh trang say thai lién ti€p va thai nghén hién tai.

* Can lam sang:

Bénh nhan dugc thir xét nghiém tim khang thé
Lupus déng mau va dinh lugng khang thé khang
cardiolipin loai IgG va IgM.

Néu bénh nhan duong tinh véi it nhat 1 trong 3 xét
nghiém trén, bénh nhan sé dugc thur lai xét nghiém
duong tinh d6 sau 12 tuan.

Xtrly va phdn tich sé liéu:

S6 liéu dugc nhap va phan tich bang phan mém
Epidata 3.1.

Bang 1. Ciicnguyén nhan sy thai lién figp

Nguyén nhan Binh thuting | Bat thuoing Tong Tyle%
Nhigm sic do vg 142 2 144 1,38%
Nhiém sdc do chong 127 3 130 23%
Toawng 289 13 302 4,3%
Bénh tuyén gidp 294 8 302 272%
Buong fning da nang 1,34%
e #0 | W | M | g
Tiéu dutng 1 301 302 0,33%.
Tiép xuc hoa chét 273 29 302 10,62%
APS 236 30 266 11,27%"

Phan tich bdng phan mém Stata tinh ty & phan
tram va ty suat chénh ctia cac bién.

3. Két qua

302 bénh nhan say thai lién ti€p mai co thai dén
kham tai bénh vién Phu San Trung Uang tham gia
nghién ctu tir thang 1/2012 dén thang 6/2013.

(Bang 1) * Trong 302 bénh nhan lam xét nghiém
tim khang thé khang phospholipid c6 36 bénh nhan
duang tinh vdi 1 trong 2 loai khang thé nhung khong
th{ lai 1an 2, sé khong dugc tinh trong ty & % bénh ly
khang thé khang phospholipid.

Bang 2. Khng thé lupus dong méu (LA) vi khdng cardiolipin (Ig6 aCL, lgM (L) qua cdc n thi

Logi khang thé | Tong | Am tinh lan 1| Duong finh lan 1 El (:hugrllgihnh Duo;?a:llh «
(L) 292 260 2 16 1
lqG aCL 02| 287 15 13 5
lgMaCL 302| 222 80 59 24
aPL™ 266 88 30(11,27%)

*Bénh nhan duong tinh véi loai khang thé nao khi
th lan 1 sé thirtiép lan tha 2 sau 12 tuan.

** aPL: Bénh nhan dugc thir ca 3 loai khang thé trén.

Méi lién quan giita khdng thé khdng phospholipid
va cdc yéu té khdc.

Khoéng tim thdy maéi tuong quan gilra cac yéu
t6 “ khéai phat”: mac bénh ly tim mach hodc tang
huyét dp hodc tang cholesteron mau hodc hut
thudc |4 véi su xuat hién cac khang thé LA hodc IgG
aCL hoac IgM aCL.

Khéng c6 méi tuang quan tuyén tinh gila gia tri
duong tinh ctia khang thé aCL (loai lgM va IgG) 62 lan
thir cdch nhau 12 tuan.

Bang 3. Lién quan gida aPL va finh frang vim nhiém

Viém nhiém sinh duc
@ Khong Tong
AmTinh 105 169 274
aPLhilin2 |Duong Tinh 12 16 28 OPE_O%?
Tang 117 185 302 '
Am Tinh 65 124 189
oPLihikn1 [Duong Tinh | 40 45 85 OPE‘O‘&?
Tong 105 169 274 !

Khéng c6 méi lién quan gilia tinh trang viém
nhiém sinh duc v&i nhiing ngusi duang tinh thuc su
véi khang thé khang phospholipid.

C6 méi lién quan gitta nhiém trung va nhing
ngudi duang tinh thodng qua (th lai am tinh).

(Bang 4) IgM aCL duong tinh 1an 1 lién quan véi
tinh trang viém nhiém sinh duc p<0,05.

Khong cé méi lién quan gitia IgG aCL, LA duang
tinh 1an 1 va tinh trang nhiém trung.
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Bang 4. Mdi lién quan giga cdc khdng th khang phospholipid khi thé fan 1 va tinh
trang viém nhiém 10 cung.

Viém nhiém sinh duc
0] Khong Tong

lgMaCL AmTinh 77 145 222

This Duong Tinh 40 40 80 ?,E(} ’3]8 2
fin 1 Tong 117 185 302 '

|_A7 Am Tlnh/ 98 160 298 0ROS79
The Duang Tinh 12 20 32 P=0957
lin 1 Tong 110 180 290 '
IgQuCL Am TII‘Ih/ 109 176 285 R1211
The Duong Tinh 6 8 14 P=0729
lanl Tong 115 184 244 '

4. Ban luan
4.1 Nguyén nhan say thai lién tiép

Bang 5. Cic nguyén nhan gay sty thai lién fiép

Bat lupus | Khang

thubing | T cung bt | dongméu | thekhang ~|Benh tuyén | Benh figu Vosith

NSTho | thuong | duong | codioipin | gigp | dudng

me tinh duong tinh
Juslow 44% | 181% | 36% | 151% | 72% | 03% | 166%
2010 (34/773) | (164/907) | (33/923) | (142/946) | (63/881)| 1/390 | (141/851)
LPlon 2011 56%
(ngThu | 46% | 35% 99 99, 19% | 05% %
Thiy 2012 | (8/182) | (8/238) 0| (4/220) |(1/223)] (4/125)
L , 1/266 | 29/266 . ; ,
lgTh!Anh 3438% 43% | (038%) | (109%) | 27%% | 033% | 33%
Dao T (13/302) N97% (8/302) |(1/302)| (10/302)

Qua bang trén ta cé thé thdy cac nguyén nhan
gay say thai lién ti€p cla cac nghién cdu trong nudc
tai thoi diém nay, dua ra tuong déi giéng nhau.
Theo tiéu chudn Sydney 2006, ty l& hoi ching khang
phospholipid & bénh nhan sy thai lién tiép tudi thai
dudi 12 tuan la 11,27% (khdo sat trén 2 khang thé
lupus chéng déng va khéng thé khang cardiolipin).
K&t qua nay thap hon cac con sé clia cac tac gia trudc
day nhu Lé Thi Phuong Lan 56% [5] hoac Cung Thi Thu
Thay 29,9% [6]. Ca 2 nghién clu cUla 2 tac gia trudc la
nghién cltiu cat ngang nén mdi thr cac xét nghiém
khang thé khang phospholipid mét 1an.

1020 bénh nhan say thai lién ti€p trong nghién
clu cua Jaslow [7] dugc lam cac xét nghiém chuyén
sau dé danh gié cac r6i loan déng mau nhu réi loan
yéu t6 protein S, prptein C. Cac xét nghiém noi tiét
nhu dinh lugng TSH va th& dudng mau luc doi dugc
tién hanh hang loat cho tat cad bénh nhan tham gia
nghién ctu nén ty lé phat hién bat thudng lén toi
403/1020 bénh nhan. Nhiing xét nghiém nhu trén
déu da dugc trién khai tai Viét Nam & cac chuyén
khoa nhu huyét hoc va néi tiét. Viéc phéi hgp gitia
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san khoa vé6i cac chuyén khoa trén sé gitp cac bénh
nhan van dugc coi la sdy thai khéng ré nguyén nhan
tang co hoi chdn doan va diéu tri dung.

4.2 Su xuat hién va ton tai cia khang thé lupus
doéng mau va khang cardiolipin & bénh nhéan say
thai lién tiép

Khdng thé Lupus déng mdu

Theo bang 2, trong 16 ducng tinh 1an 1 déng y
thtr lai lan 2, duy nhat c6 1 trudng hgp van duong
tinh. Theo tiéu chuan Sydney 2006, 15 bénh nhan
tir duong tinh chuyén sang am tinh & lan thd tha
2 khéng phai la bénh nhan mac hoi ching khang
phospholipid. Ty 1& bénh nhan duong tinh véi Lupus
dong mau la 1/266 chiém ty 1& 0,38%.

C6 thé giai thich bénh nhan trong nghién cuu lai
c6 ty 1é khang lupus déng mau duong tinh 2 lan thap
nhu sau:

Thi nhat, d6i tugng nghién ctu la nhimg ngudi cé
tién sir sdy thai duéi 12 tuan. Theo Marighoula Varla-
Leftherioti, khang thé lupus déng mau lién quan dén
tinh trang say thai quy Il nhiéu hon say thai & quy |.
Trong khoang 10 khang thé khang phospholipid da
dugc tim ra, c6 aCL, phosphatidylethanolamine (aPE)
va phosphatidylserine (aPS) Ia khang thé lién quan
dén qua trinh déng mau & niém mac ti cung, dan tdi
say thai s6m hoac say phdoi [8].

Thu hai, 8 ngudi dang mang thai ndbng dé clia cac
yéu t6 dong mau bj thay déi dan dén gisi han binh
thudng cla cac xét nghiém déng mau cling bi thay déi,
ké cd APTT. Xét nghiém sang loc LA (LA screening) vi thé
6 thé bi anh hudng. Vi thé, cac bénh nhan nén dugc
thir xét nghiém LA ngoai thai ky va tién hanh 2 1an [9].

Khdng thé khdng cardiolipin loai IgG

Khéng thé khang cardiolipin c6 vai trd quan trong
trong sdy thai nho, mot nghién cdru cho thay: néu aCL
duong tinh nhung LA am tinh thi kha nang thai séng
chi con 36-48% [10],[11].

Theo bang 2, trén 302 bénh nhan ctia nghién cuu,
ty lé duong tinh 1an 1 cda IgG aCL chiém 4,97% (15
ngudi), trong 13 bénh nhan duong tinh tha tiép lan 2,
¢6 5/13 bénh nhan duong tinh 2 lan va gia tri duong
tinh & lan tha nhat cda 5 bénh nhan nay la 14,8; 48,0;
18,9; 16; 17,4 don vi/l .

S dung thuat toan théng ké, ching téi thay gia tri
duang tinh &1an 1 khong lién quan dén gia tri G lan tha
sau. Nghia I3, 1an thdr 1 duong tinh thap nhung lan thir
sau van c6 thé tiép tuc duong tinh va nguac lai. Vi vay,
mot khi da dugc thir 1an 1 duong tinh nhat thiét phai
thir 1an 2 dé xac dinh chinh xac bénh nhan c6 thuc su
mac héi chiing khang phospholipid hay khong.
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Can ti€p tuc mé& rong nghién cuu dé cé dugc lugng
bénh nhan duong tinh nhiéu hon nita, nham giai thich
thém vé gia tri duong tinh clia IgG aCL.

Khdng thé khdng cardiolipin loai IgM

IgM aCL Ia mot khang thé cé vai trd gay dong mau
va gap nhiéu trong bénh ly sdy thai lién ti€p. Tuy nhién,
IgM aCL c6 thé xudt hién thodng qua sau nhiing dat
nhiém trung, nhiém virus hay ki sinh trung [2].

Theo bang 2, s6 bénh nhan duong tinh lan 1 cla
khang thé IgM aCL 1a 80 bénh nhan trén 302 ( 26,49%),
¢6 59 bénh nhan duong tinh lan 1 da xét nghiém lai
lan 2 sau 12 tuan. S6 bénh nhan duong tinh lan 2 1a 24
bénh nhan, ty 1&é duong tinh 2 lan la 8,54%.

Tuong tu nhu IgG aCL, két qua nghién cliu cho
thay khéng c6 maéi tuong quan tuyén tinh gilra gia tri
duaong tinh IgM aCL 1an tha thi nhat va lan thrth hai.
Vi vay néu bénh nhan da duong tinh & 18n 1 & bat ky
néng d6 nao cling phai th{ lai sau 12 tuan dé danh gia
chinh xac khang thé ducng tinh 2 1an la bao nhiéu.

Trong y vdn c6 nhac dén cac yéu t6 “khéi phat” lam
xudt hién cac biéu hién bénh ly ctia hdi chiing khang
phospholipid ti nhimng ngudi cé khang thé trong mau,
dé la tang huyét ap dong mach, bénh ly tim mach
hodc tang m& mau hoac thai nghén [2]. Trong nghién
cliu nay, tudi trung binh clia bénh nhan 1a 29 5,69 tudi,
tuong doi tré, nén ty [& mac cac bénh tim mach, ting
huyét ap hodc tang cholesteron mau la tuong déi thap.

Két qua nghién ctiu cing cho thay nhiing yéu té
“khé&i phat” nay xuat hién & nhom duong tinh 2 lan
(nhém duang tinh thuc su) va nhém duong tinh 1 1an
hodc nhém am tinh khéng c6 su khac biét. Nghia la cac
yéu t6 trén khong lién quan dén su xuat hién khing
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