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Letters to the Editors
Combination therapy with 
anticoagulants, corticosteroids 
and intravenous immunoglobulin 
for women with severe obstetric 
antiphospholipid syndrome

Sirs, 
Obstetric antiphospholipid syndrome (APS) 
is characterised by recurrent early miscar-
riages, foetal loss in later pregnancy and 
maternal morbidity by thrombosis (1). Al-
though the first-choice treatment regimen 
for women with obstetric APS is anticoag-
ulation therapy with a combination of hepa-
rin and low dose aspirin (LDA) (2), 20–30% 
of cases result in pregnancy failure despite 
appropriate treatment (2, 3). In addition, 
among such cases are women with a signifi-
cantly higher risk of developing recurrent 
severe gestational complications such as ma-
ternal thrombosis, preeclampsia and HELLP 
syndrome (4-5). Combination therapies with 
standard antithrombotic therapy for severe 
APS patients have been anticipated. Immu-
notherapies such as intravenous immuno-
globulin (IVIG) and/or corticosteroids may 
be good candidates for severe obstetric APS 
patients (6-8). Here, we describe our experi-
ences treating three severe obstetric APS pa-
tients with a combination of anticoagulants, 
corticosteroids and IVIG.
Table I shows background characteristics 
and pregnancy outcomes of the three pa-
tients. All patients were diagnosed based on 
the revised Sidney criteria (1). We defined 

women with “severe APS” as those with (1) 
severe late gestational complications such 
as preeclampsia or intrauterine foetal death, 
or (2) any thrombotic event during or soon 
after pregnancy despite anticoagulation 
therapy. Based on recommended protocols, 
continuous unfractionated heparin injec-
tions were initiated after a urine pregnancy 
test (at around 4 gestational weeks) for all 
three patients (2, 9, 10). LDA administered 
before pregnancy was continued after con-
ception and warfarin medication was dis-
continued after initiating heparin injection. 
The quantity of injected heparin was ad-
justed to maintain a plasma heparin concen-
tration above 0.2 U/ml, which is associated 
with a decreased risk of thrombosis during 
pregnancy (9, 10). Prednisolone (PSL; 10–
20 mg/day) was also initiated upon diagno-
sis of pregnancy. Further to this, a five-day 
course of IVIG (400 mg/kg body weight) 
was initiated soon after confirmation of a 
foetal heartbeat (FHB) (at around 6–7 ges-
tational weeks), as the rate of early natural 
pregnancy loss decreases after ultrasound 
confirmation of FHB (10).
Case 1 suffered from severe preeclampsia 
with thrombocytopenia and splenic infarc-
tion during the postpartum period despite an-
tithrombotic therapy with LDA and heparin. 
Case 2 experienced intrauterine foetal 
deaths (IUFDs) twice. In addition, she ex-
perienced a brain infarction during the 
postpartum period of the first pregnancy. 
She took no medications during the first 
pregnancy, and took LDA and corticoster-

oids during the second pregnancy. Case 3 
experienced a thrombotic event after early 
pregnancy loss despite heparin injection. 
All three patients were positive for anti-beta 
2 glycoprotein I (β2GPI) antibody, anti-ca-
ridiolipin (CL) antibody and lupus antico-
agulant (LA). All patients had been taking 
LDA and warfarin while not pregnant. All 
three patients achieved live births. Case 2 
ended in preterm delivery at 32 gestational 
weeks; however, this was solely attributed 
to an obstetric complication (i.e. placenta 
previa with increased genital bleeding). 
All three patients received anticoagulation 
therapy with LDA and heparin during the 
intrapartum period given worries of throm-
bosis rather than bleeding at delivery. No 
thrombotic or bleeding complications were 
observed in any of the patients.
Although results from several studies have 
not supported the use of immunotherapies 
such as corticosteroids and IVIG for treating 
APS (2-3), proper management guidelines 
for severe obstetric APS patients have yet to 
be established. Once recent study suggested 
that low dose corticosteroids given during 
the first trimester in addition to anticoagula-
tion therapy improved pregnancy outcomes 
in women with severe obstetric APS (8). 
However, the live birth rate of the series 
in that study was 61%. We believe that ad-
ditional IVIG can improve pregnancy out-
comes of severe obstetric APS patients. Fur-
ther studies will be needed to clarify the ef-
fectiveness of additional immunotherapies 
in treating severe obstetric APS patients. 

Table I. Background characteristics and pregnancy outcomes.

Case no.	 1	 2		  3

Age (years)	 29	 35		  31
Height (cm), Body weight (kg)	 148, 40	 162, 46		  162, 52
Gravida, Para	 G1P1	 G2P2		  G1P0
Diagnosis	 APS	 APS		  APS
Age of onset (years)	 17	 24		  19
     Disorder	 DVT	 IUFD		  Pulmonary embolism
Past pregnancy history	 1st	 1st	 2nd	 1st

     Age (years)	 27	 24	 29	 27
     Medication	 LDA (81 mg/day)	 None	 LDA (81 mg/day)	 Heparin (10,000 U/day)
	 Heparin (10,000 U/day)	
     Complication: Mother	 Preeclampsia	 Postpartum brain infarction	 None	 Early pregnancy loss, DVT
     Complication: Infant	 Intact survival	 IUFD	 IUFD	 –
     Gestational age at delivery (wks)	 29	 24	 29	 7
     Birth weight (grams)	 984	 222	 873	 –

Titer of aPL antibodies at non-pregnancy 
  period (normal range)				  
     anti-CL IgG (0–9 U/ml)	 19	 69		  440
     anti-β2GPI IgG (0–3.4 U/ml)	 22.9	 208		  218
     LA 	 Positive	 Positive		  Positive
Pre-conception clinical symptoms	 None	 None		  None
Pre-conception medications	 LDA + warfarin	 LDA + warfarin		  LDA + warfarin
Method of conception	 Natural	 Natural		  Natural
Gestational age at delivery	 37w0d	 32w2d		  37w3d
Indication of delivery	 Previous cesarean section	 Total placenta previa		  Increased genital bleeding
		  (Increased genital bleeding)	
Mode of delivery	 Cesarean section	 Cesarean section		  Transvaginal
Birth weight (SD score)	 2692 (-0.1SD)	 1484 (-1.4SD)		  2052 (-1.7SD)
Thrombotic complication	 None	 None		  None

APS: antiphospholipid syndrome; DVT: deep venous thrombosis; LDA: low-dose aspirin; IUFD: intrauterine foetal death; anti-β2GPI: anti-beta 2 glycoprotein I; anti-CL: anti-
cardiolipin; LA: lupus anticoagulant; SD: standard deviation.
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