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DANH GIA HIEU QUA cUA ASPIRIN VA HEPARIN
TRONG LUONG PHAN TU THAP TRONG DIEU TRI
SAY THAI LIEN TIEP DO HOI CHUNG KHANG PHOSPHOLIPID

Tom tat

H¢i chung khdng phospholipid la nguyén nhan
hay gdip nhdt dan téi sdy thai lién tiép. Cé nhiéu phdc
dé st dung thudc chéng déng mdu da duoc sir dung
trén thé gidi.

Muc tiéu ctia nghién cttu: Ddnh gid hiéu qud clia
aspirin va heparin trong lugng phén tirthdp trong diéu
tri say thai lién tiép do hoi ching khdng phospholipid.

Phuong phap nghién ctitu: Nghién cuu thinghiém
lém sang khéng ngdau nhién khéng déi chiing, tién cuu.
Bénh nhan c6 tién s say thai lién tiép méi cd thai duoc
xét nghiém tim khdng thé khdng phospholipid, bénh
nhén duong tinh 2 ldn sé dugc diéu tri bdng lovenox
20mg/ngay ph6i hap vdi aspirin 100mg/ngay.

Két qua: 268 bénh nhdn say thai lién tiép trong
dé nhom nguyén nhdn mdc héi ching khdng
phospholipid chiém 10,82%. Ty lé sinh séng khi
duoc diéu tri dat 89,66%. Khéng c6 truong hop
nao xudt huyét trong qud trinh mang thai, trong
chuyén da va sau sinh. Cdc bién ching: thai chdm
phdt trién trong tu cung, thiéu &i, sinh non vén xudt
hién & nhém duong tinh 2 ldn véi ty lé tuong tng la:
31,81%, 20,83%, 26,09%.

Két ludn: Diéu tri phéi hop aspirin va heparin
trong lugng phdn tirthdp cho két qua tét, khdng cé tai
bién xudt huyét.

1. Dat vén de

Bénh ly say thai lién ti€p la mét trong nhing
thach thic cla nganh san khoa hién dai, anh huéng
dén 1-3% cdp vo chéng trong xa héi (1). Viéc diéu tri
thanh céng giup bénh nhan sinh dugc duda tré khoe
manh la mong mudn clia cac bac sy san khoa va cling
[a tdm nguyén I6n clia ngudi bénh.

C6 5 nhém nguyén nhan chinh dan t6i say thai
lién ti€p d6 1a bat thudng gen va nhiém sic thé, réi
loan néi tiét, bat thudng td cung, réi loan déng mau
va r8i loan mién dich (.2) Trong d6, mét nguyén nhan
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Tu khéa: Héi chiing khdng phospholipid, say thai
lién tiép, lovenox, asprin.

Abstract

Antiphospholipid syndrome is the most common
cause of recurrent miscarriage. There are many therapy
with anticoagulants have been used around the world.

Aim of the study: To assess the effects of aspirin
and low-molecular-weight heparin in the treatment of
recurrent miscarriage due to antiphospholipid syndrome.

Methods: Non randomized controlled trials,
prospective study. Patients with a history of recurrent
miscarriage who areactually pregnant being tested for
antiphospholipid antibodies, positive patients will be
treated with lovenox 20 mg/day and aspirin 100mg/day.

Results: 268 recurrent miscarriage patients attended
in this study, the prevalence of antiphospholipid
syndrome accounted for 10.82%. Live birth rate reaches
89.66%. None of hemorrhage cases during pregnancy,
during labor and postpartum. Complications such as
fetal intrauterine growth retardation, oligohydramnios,
premature births still occur with the corresponding
percentage: 31.81%, 20.83%, 26.09%.

Conclusions: Combination therapy of aspirin and
low-molecular-weight heparin shows good results. No
side effect reported.

hay gap hon cé va c6 thé diéu tri khoi hoan toan chinh
[d héi chiing khang phospholipid. Hoéi chiing khang
phospholipid dugc dic trung bai su xuat hién tinh
trang tac dong mach hodc tac tinh mach hodc cac bién
chiing san khoa, d6ng thai vé mat xét nghiém thay cé
mat cac khang thé khang phospholipid trong méu (3).

TU nam 2009 dén nay, cadc nha san khoa Viét
Nam bat dau tim hiéu vai trd cta héi ching khang
phospholipid trong bénh ly say thai lién tiép. Viéc
diéu tri cac thudc chéng déng da dugc sir dung cho
nhiing bénh nhan c6 tién sur say thai lién tiép co lién

Tac gid lién hé (Corresponding author): L& Thi Anh Do, email: nckhpshn@yahoo.com

Ngary nhdn bai (received): 18,/07/2015. Ngay phdn bién danh gid bai bdo (revised): 01/08,/2015. Ngay bai bdo duoc chdp nhin dang (accepted): 01,/08,/2015

Tap chi PHU SAN

Tap 13,56 03
Théng 08-2015



PHU KHOA - NOI TIET - VO SINH

quan dén hoi chiing khang phospholipid, tuy nhién
hiéu qua va cac tac dung phu ctia phac dé diéu tri nay
van chua dudc hiéu biét chinh xac.

Chinh vi vay chang téi tién hanh nghién ctu
nay véi muc tiéu: “Danh gid hiéu qud cuda aspirin va
heparin trong lugng phan ti thap trong diéu tri say
thai lién ti€p do hoi chiing khang phospholipid”.

2. Déi tuong va phuong phap nghién cuu

2.1. Péi tuong nghién cuu

Nhiing bénh nhan dén kham tai bénh vién Phu
San Trung Ucng va Phu San Ha Noi tir 1/2012 dén
6/2013 dugc dua vao déi tugng nghién ctu néu dap
Ung da 2 tiéu chudn sau:

- Bénh nhan méi c6 thai

- Co tién st sdy thai 2 1an lién tiép trg 1én, tudi thai
khi sdy nho hon bang 12 tuan (4).

Tiéu chudn loai trur:

- Cac bénh nhan co tién sur: Say thai sinh hoa, say
thai sau 12 tuan, thai hong lan trudc la thai tring
hodc chira ngoai tr cung.

- Sdy thai nhiéu lan nhung khoéng lién tiép nhau.

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

2.2. Phuong phap nghién ctu

Cé mdu nghién citu
2 Pq
N = Z[I—rx-‘:] F

N 1a ¢& mau nho nhat phai dat dugc cho bénh
nhan say thai lién ti€p

Z la hé sé tin cay, & muc xac suat 95%, Z=1,96

platylé APS trong sdy thai lién ti€p, p=0,12 theo
Balasch J (5).

g la ty 1& khéng méc APS trong say thai lién tiép,
q=1-p=10,88

d Ia d6 chinh xac mong muén, d= 0,04

Thay s6 vao céng thuc, tinh ra dugc N = 254

Phuong phdp nghién ciu

Nghién ctu thd nghiém lam sang khéng ngau
nhién khéng ddi chiing dé danh gia hiéu qué phuong
phap diéu tri phéi hop aspirin liéu thip va heparin
trong lugng phan ti thap cho bénh nhan say thai lién
ti€p. Nghién ctru dugc tién hanh tién cdu.

Cdc budc tién hanh

*Ldam sang:

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

*Cdn lam sang:

Bénh nhan dugc thit xét nghiém tim khang thé
Lupus dong mau va dinh lugng khang thé khang
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cardiolipin loai IgG va IgM la 2 khang thé chinh da
dugc dua vao tiéu chudn chdn doan thé gidi (Sydney
2006) (3) vé hoi chiing khang phospholipid.

Bénh nhan duong tinh vdi it nhat 1 trong 3 xét
nghiém trén sé dugc th lai xét nghiém ducong tinh
d6 sau 12 tuan.

Cacbénh nhan duang tinh ¢lan xét nghiém dau tién
dugc diéu tri bang heparin trong lugng phan td thap
(lovenox) vai liéu 20 mg/ ngay, tiém dudi da rén, phoi
hop véi aspirin liéu thap 100 mg /ngay, dudng udng.

Sau 12 tuan ké tir 1an thu dau duang tinh, bénh
nhan dugc thir lai 1an thi 2, theo tiéu chuin Sydney
2006, chicé bénh nhan duong tinh & ca 2 1an méi dugc
coi la bénh nhan c6 khang thé khang phospholipid
thuc su va sé dugc diéu tri theo phac d6 trén dén tuan
thi 34 cta thai ky (3). Nhiing bénh nhan thirlan tha 2
c6 két qud am tinh, 13 nhiing bénh nhan c6 khang thé
khang phospholipid thoang qua trong mau, sé dung
diéu tri tai thai diém nay.

Xurly va phén tich sé liéu

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

- Phan tich bang phan mém Stata tinh ty I& phan
tram va ty sudt chénh cla cac bién.

3. Két qua

Ty 1é héi chitng khang phospholipid

268 bénh nhan mai co thai cé tién sir say thai lién
ti€ép tu 2 1an tré 1én da diéu kién tham gia nghién ciu.

Bang 1. Phan logi bénh nhan dya theo xét nghiém khdng thé khang phospholipid

Khéng the aPL S6 bénh nhéin Tyle%
Amiinh 192 71,64
Duang tinh 1 lan (thodng qua) 4 17,54
Duang tinh 2 lan (APS thuc su). 29 10,82
Tong 268 100

Vay ty lé say thai lién ti€p do héi ching khang
phospholipid la 10,82%.

Hiéu qua diéu tri

Trong 268 bénh nhan tham gia nghién clu c6 47
bénh nhan duong tinh thoang qua véi mét loai khang
thé khang phospholipid va 29 bénh nhan ducng tinh
thuc su- duong tinh 2 lan dugc diéu tri dén 34 tuan
bang lovenox va aspirin liéu thap.

Bang 2. Két qud diéu tri coa 3 nhom bénh nhén

Benhnhan | Thai phatrien | Thai khong phat trién | Khang cothongfin | Tong
Amiinh 127066,05%) | 35(1823%) | 30015620 | 192
Duongiinh 1lan | 4208936%) | 1(213%) 4(851%) 7
Duongiinh 2l | 26(89,66%) | 3(1043%) 9
Tong s 195 39 A 268
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Ty & thai s6ng clia 3 nhém am tinh, duong tinh
thoang qua va duang tinh thuc su lan lugt la: 66,15%
; 89,36%; 89,66% .

Thoi gian diéu tri trung binh cla nhém duong
tinh 11an 13 12 tuan. Thai gian diéu tri trung binh cta
nhom duaong tinh 2 1an, thai gian diéu tri trung binh
la 26 tuan.

Ty lé thai s6ng vugt qua 12 tuan ctia nhém duong
tinh thuc su la 93,1% tuy nhién céac bién ching cla
héi ching khang phospholipid cta quy Il van xuat
hién trong nghién ctu.

Bang 3. Cdc hign ching cia quy Il thai ky

L) Thai lu sau = Toc | Say
Bénh nhan phtrién 121in sin | Thigusi | moch |thisou| Sinhnon
' frong  ung idt sausinh |12 i

C K CIKI|C]K] C |[KIC/KICK| C [K
o g2 4 158 1 |161|1\161] 3 |159|0(162(2|160| 16 |146
Amtinh

25% 06% 18% 10%
Duongllan | 0 [43]| 0 [43(1]42| 0 |43({0|4)2/41| 5 |3

Duona 2n 7 /2,1 |B{0D| 5 40090009 6 |B
9 3181%|  |357% 2083% 260%%
Tong 1 (78] 2 [73212\232) 8 |706|0(2414\70| 27 | N7

C: o K: khong

Ty |& bién ching ctia nhém duong tinh 2 1an cao
haon nhém bénh nhan am tinh mot cach c6 y nghia
théng ké véi p<0,001.

Tai bién ctia thuéc

Khéng c6 bénh nhan nao ¢é biéu hién xudt huyét
trén 1am sang do st dung phdi hgp 2 loai thuéc
chéng dong.

9/76 (11,84%) bénh nhan biéu hién réi loan dong
mau & muc do xét nghiém chi yéu la gidm tiéu cau
5/9 bénh nhan.

4. Ban luan

Mot nghién ctiu da trung tdm tién hanh trén 1000
bénh nhan mac hoi chiing khang phospholipid cho
thay bién ching san khoa hay gap nhat trong quan
thé& nghién ctru la sdy thai lién ti€p chiém 35,4%, thai
say- chét muon chiém 16,9%, sinh non 10,6%, tién san
giat 9,5%, san giat 4,4%, thai chdm phét trién trong ti
cung, thiéu 6i (3). Ngugc lai, theo 2 tac giad Abramson
Jva Bick G, hdi chiing khdng phospholipid la nguyén
nhan hay gap gay say thai lién tiép (6,7).

Tai Viét Nam, ti nam 2009, nghién ctu ctia Cung
Thi Thu Thay va céng su tién hanh trén 303 bénh
nhan cho thay ty Ié duong tinh véi mot loai khang thé
khang cardiolipin la 29,9% (8). Nghién cttu khac clia
Lé Thi Phuong Lan cho thay ty I& bénh nhan duong
cac khang thé khang phospholipid trong quan thé

nghién ciu rat cao chiém 56% (n=80 bénh nhan)
(9). Tuy nhién, trong ca 2 nghién cttu nay cac bénh
nhan déu chi dugc thit mét 1an cac khang thé khang
phospholipid. Nghién cltu cta ching t6i la nghién
clru dau tién trong dé cac bénh nhan c6 khang thé
khang phospholipid ducng tinh lan thi nhat sé dugc
th{ lai 1an 2 sau 12 tudn dé loai bd cac trudng hgp
duong tinh thodng qua. Theo bang 1, chi c6 10,82%
bénh nhan sdy thai lién tiép thuc su mac hoi ching
khang phospholipid ma théi. Ty Ié héi ching khing
phospholipid theo cac nghién ctu trén thé gidi cling
c6 két qua tuang dong dao déng tir 5-20% (3).

Ban vé hiéu qua diéu tri

Theo Graham Hughes, viéc phat hién ra héi chiing
khang phospholipid va co ché hinh thanh huyét khai tai
cac mach mau banh rau da lam thay déi két qua diéu tri
cla bénh ly sdy thai lién ti€p. 20 nam trudc ty 1& diéu tri
thanh cong chi€ém 15%, con hién tai ty 1& nay la 90%(10).

Chung t6i lua chon phac d6 diéu tri phéi hgp gitia
aspirin 100 mg /ngay va heparin trong lugng phan tu
thap liéu 20 mg/ ngay. Liéu heparin thap nhu vay chi
la liéu du phong déng mau hinh thanh tai cac gai rau
dan tdi say thai.

29 bénh nhan mac héi chiing khang phospholipid
khi mang thai lan nay da dugc diéu tri ngay khi dén
kham tai bénh vién, tuy nhién co 2 trudng hop dén
muédn khi tudi thai khodng 8 tuan va khéng quan
sat thay hoat déng tim thai, c6 |é vi vay nén du dugc
diéu tri thai van khéng phat trién. Két qua thai phat
trién vugt qua mac 12 tudn clia nhém méc héi chiing
khang phospholipid la 93,1%.

Theo bang 2, ty 1é thai sinh ra séng ctia nhém
bénh nhan mac héi ching khang phospholipid la
89,66% trong khi ty Ié nay ctia nhém bénh nhan ém
tinh chila 66,15%.

Bang 4. So sanh két quad digu tri

Ng:ll;::an nh?i?]n:PS Pheic do diéu tr sil)}/l I;ﬂ:;:g Tai bién dothudc |  Bién ching quy Il
75mg 2% thai ché, sy fo.
Badkos aspirin+ 5000 17,33% sichnon
viki | 150 |Ulheparin | 107(71%) 17%ting A
(1999) hoiic 20 mg 15%thai chéim phitfrén
enoxaparin 7% thay mau nidc sinh
Mo Aspirin+ 20 mg "
(2009) i enoxaparin 28(80%)
Thai chém pht rién: 7
o1 .. |Tensingidt0
L& Avh _ WIbrslon s |y
o | p |Wmguprin I \degmi o
20 mg lovenox | (89.66%) | Khong bieu hignxudt |2 7.,
(2014) hygténlamsin Thai chét hwu fo:1
Y | Sohnons
Tacmach sau sinh:0
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Bang 4 cho thay ty 1 thai séng clia nghién ctru nay
tuong duong vai két qua thai sinh séng clia MO do ¢4 2
cung st dung chung mét phac do diéu tri heparin trong
lugng phan tirthap liéu 20 mg/ngay phéi hgp vai aspirin
liéu thap. Két qua trong nghién ctiu clia Backos va Rai c6
ty 1é thai sinh ra séng thap hon 71%. C6 Ié do phac do
diéu tri cia nhém tac gia nay cling phoi hgp aspirin v6i
heparin nhung heparin & day cé thé la loai trong lugng
phan t thap hodc heparin nguén goc tu nhién(11,12).

Ban vé bién chitng cia phuong phap diéu tri

Trong 47 bénh nhan duong tinh thoang qua cé s6
thai gian diéu tri trung binh 1a 12 tuan cung véi 29 bénh
nhan duong tinh thuc sy cé thoi gian diéu tri trung binh
la 26 tuan khong cé bénh nhan cé tinh trang chay mau,
xuat huyét bat thuong trong qua trinh mang thai, khi
chuyén da hodc mé ldy thai va thai ky hau san . C6 9/76
bénh nhan c6 két qua xét nghiém déng mau réi loan,
cha yéu la giam ti€u cau (5/9 bénh nhan). Ching téi tam
nguing diéu tri 2 tudn va dinh lugng lai tiéu cau, két qua
tr& lai binh thudng, bénh nhan lai dugc tiép tuc diéu tri.
Két qua nay cho thay liéu lovenox thap va aspirin thap
nhu vay tuong déi an toan véi me va thai. SG di phac
dé diéu tri nay it tac dung khong mong muén do & day
ching téi dung heparin trong lugng phan ti thap cé
uu diém khong trung chéo gilia tac ddng chéng dong
(anticoagulant effect) va ch6ng tao cuc mau dong
(antithombotic effect) nén khéng dan tdi tinh trang
chady mau (3). Tuy nhién nghién ctiu nay con chua khao
sat dugc tdc dung gay lodng xuong cla heparin.

Hoi chiing khang phospholipid gay say thai lién ti€p
khi thai nho, tudi thai dudi 10 tuan. & cdia quy Il va lll,
hoi ching nay dan dén tinh trang thai chdm phat trién
trong tr cung, thai chét luu to, thiéu 8i, sinh non, tién
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