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Abstract: Recently, there have been major developments in our understanding of the
nature of “antiphospholipid antibodies' (aPLs) and improvements in our knowledge of
the clinical course of the antiphospholipid syndrome (APS). A major feature of APS
IS recurrent pregnancy loss, with the prevalence of antiphospholipid antibodies among
women with recurrent miscarriage has been reported to be between 7% and 42%.
There may also be an association between aPLs and other pregnancy complications,
specially placental insufficiency and early severe pre-eclampsia. Thrombosis in the
uteroplacental vasculature has been implicated in these pathogenesis. It can be seen as
one of causes leading to implantation failure if IVF/ICSI cycles. The study looks at
144 women with >2 pregnancy loss. 80/144 (56%) was positive with antiphospholipid
antibodies. These patients were treated by using low-molecular-weight heparin-
LMWH(Lovenox 0.2ml/day) in combination with ‘aspirin baby’ (100mg/day). We
also used progesterone for all patients, positive and negative with aPL. The ongoing
pregnancy rates for two groups were 76.3% (61/80) and 87.5% (56/64), respectively.
It is clear that APLS is a treatable. Combination of LMWH and aspirin can be an
effective method for this problem. The study also finds out the relationship between
APL and implantation failure of IVF/ICSI cycles. However, we need more research

on APS and late pregnancy loss and other pregnancy complications.

1. Gi6i thiéu:

Céc sb liéu gan ddy cho thiy rd méi lién quan giira hoi chimg antiphospholipid va say
thai lién tiép, thai kém phat trién, mat tim thai dot ngdt va tién san giat. Hién tuong
tac mach ¢ nhiing bénh nhan co antiphospholipid (APL) dwong tinh dugc coi la

nguyén nhan chinh din dén cic bat thuong nay. Gan day, nguoi ta cho rang hoi chimg



antiphospholipid (APLS) c6 thé 1a mét trong nhitng nguyén nhan can trd 1am t6 &
bénh nhan thu tinh éng nghiém.

O bai viét nay ching t6i tiép tuc phan tich mdi lién quan giita hdi ching
antiphospholipid va sdy thai lién tiép va budc dau khao sat cac trudng hop thy tinh

dng nghiém that bai > 3 lan.
2. Hoi chitng khang phospholipid (Antiphospholipid syndrome- APS)

Hoi ching khang phospholipids (APS) duoc dé cap lan dau nim 1983, 14 tinh trang
bénh Iy lién quan tac mach, say thai lién tiép va di kém giam tiéu cau, ting khang thé
khang phospholipids (aPL). Nhém céc khang thé khang phospholipids ma dai dién
cht yéu 2 loai: chong dong lupus (lupus anticoagulant- LA) va khang khang thé
cardiolipin (aCL). Chan doan dwa vao khang thé khang phospholipids LA, aCL hoic

ca hai duong tinh.

Phan 16n céac trudng hop sy thai lién tiép ma khong tim thdy nguyén nhan lién quan
dén bénh 1y antiphospholipid. Dinh luong khang-khang thé huyét thanh thay 30% cac
truong hop say thai lién tiép khéng rd nguyén nhan cé néng do khang khang thé huyét
thanh ting ma chu yéu la ting cac khang-khang thé phospholipids (Antiphospholid
antibodies- aPL).

Rai va CS, 1995 béo c4o ty 1 bénh nhén say thai lién tiép c6 aPL duong tinh chiém 7-
42%. 90% bénh nhan c6 tién sir sy thai > 3 1an c6 két qua duong tinh, trong d6 15%
duong tinh dai dang véi ca LA va IgG va IgM caa aCL. Ty 1é nay ¢ nhém phuy nit
binh thudng 1 3% tuy nhién tinh trang nay khong ¢ y nghia tién lugng nguy co say
thai. Hoi chimg APS xuét hién ¢ bénh nhéan c6 tién st sdy thai liép < 12 tuan, > 12

tuan hodc bat ctr tudi thai nao.

Hon nita, APS khong nhiing 14 nguyén nhan say thai lién tiép ma con lién quan dén
tinh trang bénh 1y khac: dé non, suy rau thai- thai kém phat trién, tién san giat, tic
mach. Diéu tri aPL s& cho két qua dé tré khoé manh va phong duoc tai bién san khoa.

S4 liéu cho théy ty 1€ dé con séng dat 50% & nhitng bénh nhan dugc diéu tri.

Tuy nhién, hién nay van chua co tiéu chuéin ‘vang’ chan doan APL, c6 su khac nhau
gitta cac loai khang khang thé APL chan doan, anticardiolipin (aCL) vs. Anti-
p2glycoprotein (B2GPL) hoic gié tri ciia IgG vs. IgM. Chinh sy khong thong nhat nay

anh hudng t6i két qua nghién ctiru di cong bé.



Bénh sinh:

Pay duoc coi 1a bénh hé théng. Co ché sinh bénh chua rd, tuy nhién nhu cac bénh tu
mién khéc, bénh ly aPL lién quan dén di truyén va yéu té moi truong. Céc sb liéu cho
thy tinh trang viém nhiém dong vai tro chi yéu gy phat sinh bénh. Nghién ctru 100
bénh nhan cd aPL cho thiy tinh trang viém nhiém thlc day bénh ning hon bao gom
viém da chiém 18%, HIV 17%, giang mai, viém phoi 14%, viém gan C 13% va viém
duong tiét niéu 10%. Khuin Helicobacter pylori thuong gip & da day va duong tiéu
hod ciing lién quan dén hoi chitg APS, c6 thé do ching c6 céu triic cao phan tir gidng
nhau. Ngoai ra aPLs xuét hién khi st dung cac thudc Phenothiazine, Procainamide,

Quinidine va Hydralazine.

Co ché anh huong caa antiphospholipid 1&n thai nghén do aPL gy doc truc tiép t6i su
phét trién cua thai. Thuc nghiém trén chudt, thém huyét thanh caa phu nir ¢6 nong do
aPL cao vao moi truong nudi cdy gay doc va kim ham sy phat trién cua phdi. Quan
trong hon aPL gdy hién twong tic mach. Tinh trang taing dong mau cia bénh nhan
APS bao gom réi loan 3 thanh phan chinh: tiéu cau, tiéu fibrin va co cuc mau. Chimg
ctr cho thay ¢6 cuc méau & tuan hoan rau thai va viéc diéu tri cac thudc chdng déng cho
hiéu qua tt. Tac mach dan dén thoai hoa rau ma biéu hién 1a nhimg 6 nhdi mau & rau
thai hodc xo hod va mach méu 16ng rau thodi trién. Diéu tri hiéu qua bang phdi hop

c4c thude heparin phan tir thap (low-molecular-weight heparin) va lidu thap aspirin.

Bénh nhan c6 APL duong tinh véi nhiéu loai khang khang thé aPL, LA- lupus
anticoagulant, aCL, B2GP... ¢6 nguy co tic mach va say thai cao, thim chi khi da
duogc diéu tri heparin va asperin (Miyakis &CS, 2006). Ngoai co ché tic mach sy két
hop gitra aPL va bé mit cua 16p té bao nudi qua trung gian B2GP gay phan tmg viém
tai chd, ton thuong rau thai. Méi lién quan giita tién san giat va APL con tranh cii,
thuong xuat hién som < 34 tuan. Sy c6 mat ciia B2GP 1a yéu to tién lugng tién san

giat va san giat.



KHAO SAT ANH HUONG CUA HQI CHUNG ANTIPHOSPHOLIPID O
BENH NHAN SAY THAI LIEN TIEP VA IVF THAT BAI NHIEU LAN

Muc tiéu:

e Khao sat vai trd ciia hdi chung antiphospholipid ¢ bénh nhan sdy thai lién tiép

va hiéu qua diéu trj ciia Heparin trong luong phan tir thip va Aspirin lidu thap.

e Khdo sat anh hudng ciia APL & bénh nhén thy tinh éng nghiém (TTON) thét

bai nhiéu lan

Thoi gian: tir thang 7 ndam 2009 dén 31 thang 3 nam 2011.
Phwong phap: md ta loat ca bénh.

Doi twgng: Tat cd cac bénh nhan dén kham vi co tién st say thai lién tiep > 2 lan.

Céac bénh nhan c6 tién st TTON > 3 lan.
Cac xét nghiém tham do:

Nhom mau, Rh, cic bénh lay truyén duong tinh duc: chlamydia, HIV, HbsAg,
TPHA...

EIA dinh luong BhCG, Estradiol (E,), Progesterone.

Xét nghiém mién dich chan doan aPL IgG va IgM, aCL IgG va IgM, néu ca hai aPL
va aCL am tinh bénh nhan duoc thir tiép Bo-GP-I.

Chdn dodn xdc dinh: khi c6 aPL hodc aCL hoic B,-GP-I dwong tinh (IgM/ IgG
>10ui/ml, theo tiéu chudn cua ‘kit’ chan doan).

Piéu tri:

1. Nhom bénh nhan c6 aPL am tinh:

Progesterone, dang vién dat 4m dao Utrogestan hodc Progesfic 200mg x lan/ngay dén

thai 12 tuan.

1. Nhom bénh nhan c6 aPL duong tinh: nhu trén va Lovenox hodc Clexane
(Sanofi-Aventis) 0.2ml (~20mg) hoic 0.4ml (~40mg)/ngay, tiém dudi da dén
khi thai 12 tuan. Phdi hop Aspegic 100mg/gdi/ngay. Pay 1a Aspirin liéu thap
hay con goi ‘Aspirin baby’.



2. Vé6i bénh nhan TTON: bit dau dung thudc vao ngdy chuyén phoi, néu bénh
nhan co thai tiép tuc dung téi khi thai 12 tuan.

Theo déi sw phdt trién thai: bang siéu am, 2 tudn/lan khi thai < 12 tuan va sau d6 4

tuan/ 1an. Két qua thai nghén, sinh du thang, can ning.

Chdn dodn sang loc thai nhi: do khoang sang sau gay khi thai 12 tuan, ‘Triple Test’
khi thai 15- 18 tun. Siéu 4m hinh thai thai khi thai 22 tudn va 31 tuén.

Theo doi huyet hoc: s lugng ti€u cau, cac yeu to dong mau. 4 tuan dau st dung, 2

tuan/lan. Sau d6 4 tuan/lan cho t6i khi ngimg dung thudc.
Tiéu chuan ngimg dung thudc khi s6 luong tiéu cau giam < 100.000/ml.
Két qua:

Téng s6 bénh nhan thu nhan dugc 144 trudng hop. 80 trudng hop c6 aPL duong tinh,
chiém 56%. Pic diém bénh nhan ciia ca hai nhom twong duong, tudi trung binh 31.2
cho nhém aPL duong tinh va 30.9 cho nhém aPL am tinh. Tudi thai khi ¢én kham déu
dudi 12 tuan, tudi thai trung binh cta 2 nhom aPL duong tinh va aPL am tinh 13 4.9
va 5.1 tudn, phan 16n bénh nhan dén kham sém khi thai <6 tuan (121/144 trudng hop,
~ 84.0%), c6 ba truong hop dén kham khi thai da >10 tuan. Ty 1é thai phat trién
81.9% (118/144). Dbi véi cac truong hop aPL dwong tinh, diéu tri Heparin trong
lwong phén tir thap (Lovennox) va phdi hop Aspirin liéu thap cho két qua kha quan, ty
1¢ thai phat trién 76.3% (61/80 trudng hop) (Bang 1). Hién di co 21 truong hop sinh
con >tuan, 4 tr/h thai <2500gr.
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Bang 1. Pic diém bénh nhan.

Pic diém aPL (+) aPL (-) TS

S6 BN 80 (56%) 64 (44%) 144 (100%)
Tuéi TB 31.2 30.9 31.1

S6 lan say TB 3.36 2.34 2.74

Tudi thai say:




<6 tuan 20(24.7%) 25(39.1%) 45

7-12 tuan 41(50.6%) 25(39.1%) 66

>12 tuan 2(2.5%) 1(1.6%) 3

Mix 17(21%) 13(20.3%) 30

Tién sir di sinh di thang 27(33.8%) 20(31.3%) 47

Chira 53(66.2%) 44(68.8%) 97

Tuéi thai TB khi dén kham (tudn) 4.9 5.1 5.0

Két qua:

Thai phdt trién 61(76.3%) 56(87.5%) 118(81.9%)
Thai lheu 19(23.7%) 7 (10.9%) 26(18.1%)

Khao sat cac yéu td lién quan toi hoi chimg anti-Phospholipid ¢ bénh nhan say thai

lién tiép (Bang 2) cho thay ty 1¢ aPL duong tinh ting c6 ¥ nghia & bénh nhan c6 tién

str say thai >7 tuan , 42/80(50. %) truong hop. Nhom bénh nhan c6 tién sir say thai <

6 tuan chi c6 20% truong hop dwong tinh véi khang thé- khang Phospholipid, ¢6 1& do

phan 16n nguyén nhan gy say thai sém < 6 tuan 1a cac bt thuong vé di truyén va

thiéu hut noi tiét trg thai. SO 1an say khong anh hudng t6i tan xuat APL, tuong duong

& cac nhom c6 sd 1an say khac nhau. Mic du khong co su khac nhau ¢ y nghia thong

ké giftra nhém c¢ tién sir da sinh con du thdng va chua, tuy nhién so6 li€u cho thay

duong nhu bénh nhén co tién st sinh con du thang co6 tién lugng diéu tri t6t hon,

42/47 truong hop thai phét trién t6t (Bang 3).

Bang 2. Méi lién quan giira tién sir say va hdi chirng aPL.

Tién st aPL (+) aPL (-) TS

S6 lan say:*

2 lan 44 (53.8%) 44 (69.8%) 88 (60.7%)
3 lan 18 (22.5%) 12 (19%) 30(21.4%)




>4 lan

19 (23.7%)

7 (11.2%)

26 (17.9%)

Tuéi thai say:

<6 tuan 20 (20%) 25 (39.1%) 45 (30.8%)
7- 12 tudn 42 (50.6%) 25 (39.1%) 67 (45.9%)
>12 tudn 2 (2.5%) 1 (1.6%) 3 (2.1%)
Mix 17(21.4%) 13 (20.2%) 3
Tién sir sinh dii thang:
Co 27 (33.3%) 20 (31.3%) 46 (32%)
Chua 54 (66.7%) 44 (68.8%) 98 (68%)
Bang 3. Méi lién quan giira tién sir sinh dé va tién hrong.
Tién sir dé Két qua TS

Thai phat trién Thai luu
Chua dé 76 (78.4%) 21 (21.6%) 97 (100%)

%trong nhom tién

su

%trong nhomtién

su

ba dé con song

42(91.3%)

%trong nhom tién

su

5 (8.7%)

%trong nhom tién

su

47 (100%)

TS

118 (82.5%)

%theo két qua

26 (17.5%)

%theo két qua

144 (100%)




Bang 4 khao sat méi lién quan giira tudi me va nguy co say thai. Tuy nhién phan 16n
bénh nhan cua nghién ctiru & tudi < 35 (78.4%), chi ¢6 9 truong hop >40, 4/9 trudng
hop nay c6 tién sir say trén 4 lan, trong d6 1 bénh nhan c6 tién sir say 9 1an va c6 aPL
dwong tinh. Khi so sanh giita cac nhom tudi thiy co sy khac biét co y nghia ¢ bénh
nhan co tién sir say >4 1an. C6 100 trudng hop dugc dinh luong estradiol (E2) va
progesterone (P4) vi di loai cac truong hop di st dung thudc noi tiét trude khi dén
v6i chung t6i. Cho dén nay chwa c6 nghién ctru vé néng do noi tiét binh thudng tuong
duong v6i tudi thai, do vay ching t6i 14y gii han E2 <100pg/ml va P4 <10ng/ml dé
phan loai bénh nhan c6 thiéu hut noi tiét. Két qua cho théy phﬁn 16n bénh nhan déu co
nong do progesterone >10ng/ml, ¢6 8 trudng hop co6 p4< 10ng/ml, phai ching gidi
han nay khong du dé chan doan (Bang 5).

Bang 4. Lién quan giira tudi me va say thai.

<35 tudi 35- 39 >40 TS
Say2lan | 74 (85.1%) 10 (11.5%) 3 (3.4%) 87 (100%)
3 lan 24 (77.4%) 5 (16.1%) 2 (6.5%) 31(100%)
>4 lan 15 (64.7%) 7 (17.6%) 4 (17.6%) 26 (100%)
TS 113 22 9 144

Bang 5. So sanh nong dd E2 (Estradiol) va P4 (Progesterone).

aPL (+) aPL (-) TS
E2 <100pg/ml* 5 (11.8%) 7 (16.7%) 12 (14.6%)
E2 >100pg/ml 47 (88.2%) 34 (83.3%) 81 (85.4%)
%trong nhém aPL %trong  nhom
TS: 52 (100%) aPL 93 (100%)
41 (100%)
P4 <10ng/ml# 4 (7.7%) 4 (9.8%) 8 (9.8%)
P4 >10ng/ml 48(92.3%) 37 (90.2%) 85(90.2%)




%trong nhém aPL %trong  nhom
TS: 52 (100%) aPL 93 (100%)
41 (100%)
*p=0.69; #=0.64

100 bénh nhan duoc 1am nhiém sic thé (NST) cho ca vo va chdng, c6 mot trudng hop
ngudi vo c6 bat thudng chuyén doan 46,XX t(2,9), q(21,22). C6 25 trudng hop ching
t6i giri xét nghiém NST t6 chtre say ciing ¢ két qua binh thuong.

Phan 16n cac truong hgp APL dwong tinh c¢6 khang- khang thé anti P1 (+) chiém 60%,
aCL la 21% con lai BGP, trong d6 17% duong tinh vdi 2 hodc ca 3 loai khang- khang
thé ndy. 4/5 truong hop sinh con <2500gr ¢6 bGP dwong tinh. 31/80 truong hop APL
dwong tinh cia ching t6i c6 thir lai sau 12 tuan, 8 truong hop con duong tinh, trong
d6 3 trudng hop co tién sir thai luu 5 1an, 23 truong hop am tinh. 2/8 APL duong tinh
dai dang sinh con du thang, 6 truong hop con lai mang thai binh thuong.

Khao sat 33 truong hop co tién sit TTON thét bai it nhét 3 1an, trong d6 c6 mot truong
hop thét bai 7 1an. Pic diém bénh nhan hai nhom twong duong, tudi trung binh 34.6
ctia nhom APL duong tinh va 34.9 cia nhém APL am tinh. Tuong tu s6 phoi chuyén
trung binh, diém tién lugng khi chuyén phoi khac nhau khong dang ké (Bang 6). St
dung Heparin phdi hop Aspirin liéu thip ngay ngay chuyén phdi c6 thé cai thién ty 1&
c6 thai cho bénh nhan c6 APL duong tinh, tuy nhién nghién ctru khong phai la mdt
nghién ciru thir nghiém 1am sang c6 dbi chimg.

Bang 6. APL dwong tinh va IVF/ICSI thit bai nhiéu lin

Pic diém APL (+) APL (-) TS
S6 BN 16 17 33
Tudi TB 34.6 35.2 34.9
S6 1an IVF/ICSI TB 3.6 3.1 3.4

Tién sir thai nghén:

Chua c6 thai 11 9 20




TS say 4 7 11
Dé con séng 1 1 2
S6 phoi chuyén TB 3.7 3.4 35
Diém tién luong CP 5.3 4.9 5.1
Két qua:

Co thai 1am sang 4/16 4/17 8/33
Thai phat trién 4 4 8
Say, luu 0 0 0
Ban luin:

Ban ludn 1. Hpi chitng antiphospholipid- APS va say thai lién tiép

R& rang hoi chimg antiphospholid 1 mét trong nhitng nguyén nhan chi yéu gy say
thai lién tiép vai ty 1 56%, tuong duong véi cac s liéu da bao céo. Tuy nhién dudng
nhu cao hon sd liéu ciia Rai va CS, 1995 sy khac nhau nay cé thé do k¥ thuat chan
doan. Ty 18 nay ting theo sb lan sdy va co thé xay ra & bat ky tudi thai nao. Xét
nghiém chan doan khang thé khang phospholipid 1a can thiét cho cic bénh nhan c6
tién sir say thai > 2 lan va 1a phuong tién chan doan xac dinh hoi ching APS. Ty 1é
APL duong tinh dai dang 25%, xuat hién ¢ bénh nhan c6 it nhat 4 1an thai luu trude
d6. Ty 1é nay cua Rai va CS, 1a 15%. Cdc truwong hop APL dai dang c6 thoi gian thai
nghén binh thirong. Tuy nhién s6 bénh nhan thir lai chi ¢6 30 truong hop.

APS la tinh trang bénh Iy c6 thé diéu tri. Heparin trong lugng phéan tir thap phdi hop
v6i Aspirin liéu thap 1a phuong phéap diéu tri hiéu qua, ty 18 thai séng va phat trién cao
~80%, c6 thé so sanh véi két qua ciia Rai & CS, 1997 1a 81.2%. Hon nita, Heparin
trong lugng phan tir thap va Aspirin lidu thap 1a phuong phap diéu tri an toan. Tét ca
bénh nhan APS ciia nghién ctru dugc dung heparin va Aspirin ngay khi dugc chan
doan. Khong c6 truong hop nao giam tiéu cau hodc rdi loan dong mau khi diéu tri. Do
e ngai cac tic dung phu cua thudc phan 16n bénh nhan cta ching t6i déu ngimg diéu
tri sau 12 tudn do tién sir say thai ctia ho <12 tudn. 21 trudng hop sinh con sdng >34

tudn va hién chua c6 trudng hop nio thai ngimg phat trién va dang dugc tiép tuc theo

10




doi. Vay cau hoi dit ra 1a thoi diém bat dau dung thude va ngimg thube nhu vay da
hop 1y chua vi theo khuyén céo cua Hiép hoi Huyét hoc Anh qudc, thoi gian dung
thudc khi c6 xuat hién tim thai trén siéu 4m va kéo dai t6i khi thai 34 tuan. Hy vong
v6i s6 lugng mau nghién ctru 16n hon va theo ddi t6i khi két thuc thai nghén chiing t6i
c6 thé dua ra phac dd diéu tri hiéu qua dwa trén cac chimg ctr 1[am sang cu thé hon. 4/5
truong hop thai <2500gr c¢6 p2GP duong tinh, diéu nay co thé giai thich do vai tro giy
phan tng viém tai chd dan dén suy rau. Aspirin liéu thap toi khi thai du thang 13 can

thiét cho cac trudng hop nay.
Ban ludn 2. Sir dung progesterone cho bénh nhan APS.

Ca hai nhom bénh nhan c6 va khong c6 APS cua nghién ciru déu dugc bd sung
Progesterone. Két qua thai phat trién ctia ca hai nhom 1a 76.3% (61/80 ctia bénh nhan

c6 aPL duong tinh) va 87.5% (56/64 cua bénh nhan

c6 aPL am tinh). Theo chlng toi b6 sung progesterone cho bénh nhdn say thai lién
tiép 1 can thiét va hop ly. Didu nay c6 thé giai thich dya vao gia thuyét vé vai trd
quan trong cua progesterone induce blocking factor (PIBF) khi c6 thai. PIBF kich
thich su vuot troi cta té bao lympho Th2 (T-helper 2) va lan 4t té bao Thl do vay kim
ham su tiéu bao, trc ché mién dich tai chd do dé giup thai ton tai va phat trién. Hon
nita, PIBF lam giam hoat dong ctia té bao sat thu (NK- natural killer cells) mang rung
do vy dong vai tro quan trong kich thich qua trinh lam t6 nhd tac dung cytotoxic va
kich thich mau dén nudi dudng cta né. Nhu vay bd sung progesterone thuc day hinh
thanh PIBF va diéu chinh mién dich bao vé phdi. Chung t6i dé nghi thoi gian sir dung
noi tiét hd trg hoang thé khong qua 12 tuan.

Ban ludn 3. C6 hay khong nén bé sung estrogen dé hé tro hoang thé.

Viéc b sung estrogen trong hd trg hoang thé con nhiéu tranh cdi. Mot nghién ctu
trén bénh nhan thu tinh dng nghiém thay rang véi bénh nhan c6 nong do Estrdiol ngay
7 sau mili tiém hCG giam 50% c6 nguy co say thai sém cao hon va bd sung Estradiol
1a can thiét cho nhitng truong hop nay (Sharara va CS, 1999), Pritts va Atwood,
2002). Tuy nhién cac nghién ctru di cong bd khong thiy sy khac nhau giita ¢ hay
khong b6 sung E2 cho bénh nhan nay (E.M. Kolibianakis va CS, 2008). Nghién ctru

ctia chung t6i chi bd sung E2 (Progynova 2mg/ ngdy) cho nhitng bénh nhan c6 tién sir
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say <5 tudn va két qua thai phat trién ~80%, tuy nhién khong ¢ so sanh nhom chimg

nén chua thé két luan dugc.

Ban lugn 4. Vé vai tro chan doan cua cac xét nghiém noi tiet va NST.

Két qua cua 93 bénh nhan dugc dinh lugng nodi tiét BhCG, E2 va Progesterone cho
thiy khong khac nhau déng ké gitta nhém aPL dwong tinh va 4m tinh. Hai 1y do c6 thé
giai thich hién tuong nay. Thir nhét, ¢6 1& dinh luong noi tiét trg thai chua du ching
ctr dé két luan hién tuwong thiéu hut noi tiét trg thai & bénh nhéan say thai lién tiép, két
ludn nay cting phu hgp vdi bdo céo cua céc tac gid khac. Thur hai, hién chua tac gia
nao dua ra ndng do progesterone hay E2 dugc xem 14 binh thudng cho timg do tudi
thai. Chan doan hoi chimg suy hoang thé chui yéu dira vao dinh lugng progesterone va
sinh thiét niém mac tir cung & pha giita hoang thé & nhiing chu ky kinh truéc. Theo
chung t6i viéc bd sung progesterone 13 can thiét cho cac trudong hop say thai lién tiép,
trir cac trudng hop co nguyén nhan co hoc: hd eo ¢ tir cung, CTC ngan... nhu vay
dinh lugng Progesterone va E2 khong c6 gia tri chan doan ciing nhu tién lugng. Xét
nghiém NST ctia b va me khong du dé chan doan nguyén nhan bat thuong di truyén

(gene defects), doi hoi cac ky thuat cao nhu micro array, PCR.

Ban lugn 5. Vé lién quan gitta hoi chung APL va hién twong lam 16 that bai.
S6 liéu thu thap con it nhung cho thiy duong nhu ¢6 mdi lién quan giira hoi ching
APL va kha ning 1am t6 ¢ bénh nhan TTON that bai nhiéu lan. Ty 1¢ APL duong tinh
1a 48.5% (16/33 truong hop). Sir dung Heparin va Aspirin lidu thip ngay ngay chuyén
phéi gitip cai thién kha niang 1am t6 va két qua c6 thai & bénh nhan thu tinh dng
nghiém that bai. Tuy nhién can sb liéu 16n hon va co nén ap dung cho tt ca bénh
nhan ¢6 tién st IVF/ICSI that bai.
Két ludn va kién nghi:

1. Hoi ching khang Phospholipid 1a mot trong nhitng nguyén nhan chinh gay say

thai lién tiép, hon nita con lién quan dén tai bién san khoa khéac: dé non, thai

kém phat trién, tién san giat, tac mach. bay 1a bénh 1y c6 kha nang diéu tri.

2. La mot trong nhitng nguyén nhan lam t6 that bai.
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3. Heparin trong luong phan tir thp phdi hop voi Aspirin lidu thap 1a phuong
phap diéu tri hiéu qua. Aspirin nén duy tri t6i thai 34 tudn. D6i voi bénh nhan

TTON nén ding thudc ngay khi chuyén phéi.

4. Bb sung progesterone 1a can thiét cho bénh nhén tién st say thai <12 tudn va

thoi gian diéu tri khong qua 12 tuan.

5. Can ti¢ép tuc nghién ctu c6 so sanh voi s6 lugng 16n hon va céac truong hop

thai luu 3 thang giita va 3 thang cudi.
Phdc do chin dodn va diéu tri cdc trwong hop sdy thai lién tiép c6 APS:
Thim do va chin doan:
1.Chi dinh tham do:
e Cho céc truong hop co tién st sdy thai > 2 lan.

e Céc trudng hop co tién sir sdy thai 3 thang giira, 3 thang cudi khong rd

nguyén nhan.

e Céc trudng hop thai kém phat trién, tién san giat.

2. Thoi diém: tot nhit ngay sau sdy thai hodc ngay khi c6 thai, cang sém cang tot.
3. Cac khang- khang thé phospholipids can tim: 2 loai dai dién dién hinh: lupus
anticoagulant (LA) bang phuong phap coagulation va khang khang thé cardiolipin
(aCL) hodc phosphatidylserine bang phwong phap mién dich va  B,-
Glycoproteine-1 (3,-GP-1).
4. Chan doan x4c dinh: dua vao khang thé khang phospholipids LA, aCL/ aPL,
R2-GP-I hodc ca hai duong tinh.
Tuy nhién, v6i cac truong hop say thai lién tiép can lam cac xét ngiém, cac tham do
vé di truyén va noi tiét. ..
Piéu tri:
St dung 2 loai: Heparin trong luong phan tir thap (low-molecular-weight heparin-
LMWH), hoic Heparin khdng durt doan (unfractionted heparin- UH) va phdi hop véi
liéu thap Aspirin.
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1. Heparin trong lwong phan tir thap (low-molecular-weight heparin- LMWH),
hoac Heparin khong dit doan (unfractionted heparin- UH).

Bit dau diéu tri: tuy tac gia, theo guideline cua Hiép hoi Huyét hoc Anh, 2000, nén
bat dau khi phat hién c6 tim thai qua siéu 4m. Nghién ctru cta ching t6i ding ngay

khi phat hién aPL duong tinh.

Thoi gian 1y tudng diéu tri Heparin hién chua xac dinh, theo Wendell & CS, 2007 thoi

gian diéu tri nén phan loai nhu sau:

- Bénh nhan aPLva c6 tién st tic mach (da va dang dung warfarin): khi c6 thai

ding LM WH/UH thay thé thudc chéng dong warfarin sudt ky thai nghén.

- Bénh nhan c6 tién sur say thai it nhat mot 1an >10 tuan, khong c6 tién sir tac

mach: ding LMWH/UH, nén nging thudc khi thai 34 tuan.

- Bénh nhéan >3 lan siy thai sém <10 tudn: dung liéu thdp (Img/kg/ngay hoic
5000iu/ngay).

- Nén dung phdi hop vdi aspirin.

Két qua cua nghién ciu: ding LMWH (Lovenox/ Clexane) t&i 12 tudn va

Aspiin ‘baby’ dén thai 34 tuan hiéu qud va an todn.

Thudc trén thi truong: Lovenox hodc Clexane (Sanofi-Aventis) 0.2ml (~20mg) hodc

0.4ml (~40mg)/ngay, tiém dudi da.

2. Aspirin liéu thap: hiéu qua khi dung phdi hop véi LMWH/UH. Nghién ctru ciia
Kutteh so sanh dung Aspirin don doc va phéi hop véi LMWH/UH, ty 1¢ sinh séng
80% so véi 44%.

Liéu dung 75- 100mg/ngay.
Bit dau sir dung sém ngay khi phat hién c6 thai.
Nguy co chay mau: it néu ding LMWH.

3. Theo déi diéu tri: can c6 su phdi hop chat ché giita cac bac sy 1am sang va xét

nghiém.
- Sinh héa va huyét hoc:
e S6 lugng tiéu cau, quan trong. Kiém tra dinh ky, ngay sau dung thudc,

mdi tuan/ 1an trong 3 tuan dau, sau d6 4- 6 tuan/ lan.
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e Céc yéu td dong mau bao gdm thoi gian thromboplastin ...
e Chuc nang gan, than (d9 loc creatinin, protein ni¢u, men gan)

Danh gia thai dinh ky: siéu &m thai 3-4 tuan/lan, siéu am Doppler mach rén

thai nhi, phat hién thai kém phat trién, suy thai.

Lam sang: Céac d4u hiéu tic mach, tién san giat.

Cdc thuéc khac: glucocorticoid (prednisolone), hydroxychlorquine khong nén sir dung

vi it hi€u qué va anh hudng dén me va con.
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13. PHU LUC

Ap dung lim sang:
Thim dé va chin doan:
3. Chi dinh tham do:
e Cho céc truong hop co tién st siy thai > 2 lan.
e Céc truong hop co tién st siy thai 3 thang giita, 3 thang cubi khong rd
nguyén nhan.
e Céc truong hop thai kém phat trién, tién san giat.
2. Thoi diém: tot nhat ngay sau sdy thai hodc ngay khi c6 thai, cang som cang tdt.
3. Cac khang- khang thé phospholipids can tim: 2 loai dai dién dién hinh: lupus

anticoagulant (LA) bang phuong phap coagulation va khang khang thé
cardiolipin (aCL) hodc phosphatidylserine bang phuong phap mién dich.

4. Chan doan xac dinh: dya vao khang thé khang phospholipids LA, aCL/ aPL
hoac ca hai duong tinh.
Tuy nhién, v&i cac truong hop say thai lién tiép can 1am cac xét ngiém, cac thim do
vé di truyén va noi tiét. ..
Piéu tri:
Str dung 2 loai: Heparin trong luong phan tir thap (low-molecular-weight heparin-

LMWH), hoic Heparin khong dut doan (unfractionted heparin- UH) va phdi hop véi
lidu thap Aspirin.

1. Heparin trong lwgng phén tir thip (low-molecular-weight heparin- LMWH),
hoac Heparin khong dit doan (unfractionted heparin- UH).

Bit dau diéu tri: tuy tac gia, theo guideline cua Hiép hoi Huyét hoc Anh, 2000, nén
bat dau khi phat hién c6 tim thai qua siéu am. Nghién ctru ciia chung t6i ngay khi phat

hién aPL duong tinh.
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Thoi gian 1y twéng diéu tri Heparin hién chua xac dinh, theo Wendell & CS, 2007 thoi

gian diéu tri nén phan loai nhu sau:

Bénh nhan aPLva c6 tién st tic mach (d4 va dang dung warfarin): khi c6 thai

ding LM WH/UH thay thé thudc chéng dong warfarin sudt ky thai nghén.

Bénh nhan c6 tién su say thai it nhat mot lan >10 tuan, khong c6 tién sur tac

mach: ding LMWH/UH, nén nging thudc khi thai 34 tuan.

Bénh nhan >3 l4n sdy thai sém <10 tuin: dung lidu thip (1mg/kg/ngdy hoic
5000iu/ngay).

Nén dung phdi hop véi aspirin.

Thudc trén thi trudng: Lovenox hodc Clexane (Sanofi-Aventis) 0.2ml (~20mg) hoic

0.4ml (~40mg)/ngay, tiém duéi da.

2. Aspirin liéu thap: hiéu qua khi dung phdi hop véi LMWH/UH. Nghién ctru ciia

Kutteh so sanh dung Aspirin don doc va phéi hop véi LMWH/UH, ty 1& sinh séng
80% so voi 44%.

Liéu dung 75- 100mg/ngay.

Bit dau sir dung sém ngay khi phat hién c6 thai.

Nguy co chay mau: it néu ding LMWH.

3. Theo déi diéu tri: can c6 su phdi hop chit ché giita cac bac sy 1am sang va xét

nghiém.

- Sinh héa va huyét hoc:

e SO luong tiéu cdu, quan trong. Kiém tra dinh ky, ngay sau dung thudc,

mdi tuan/ 1an trong 3 tuan dau, sau d6 4- 6 tuan/ lan.
e Cic yéu td dong mau bao gdm thoi gian thromboplastin ...
e Chuc ning gan, than (d9 loc creatinin, protein ni¢u, men gan)

Panh gia thai dinh ky: siéu am thai 3-4 tuan/lan, siéu &m Doppler mach rén
thai nhi, phat hién thai kém phat trién, suy thai.

Lam sang: Céac d4u hiéu tic mach, tién san git.
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Cdc thuoc khdc: glucocorticoid (prednisolone), hydroxychlorquine khong nén sir dung

vi it hi€u qua va anh hudéng dén me va con.
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