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Objective
To determine whether the addition of
low-dose heparin to low-dose aspirin
(LDA+H) leads to a higher rate of live
births than does low-dose aspirin
(LDA) alone in women with a history
of recurrent miscarriage associated
with phospholipid antibodies.

Design
Randomised controlled trial with fol-
low-up to end of pregnancy.

Setting
A specialist clinic for women with
recurrent miscarriages in London,
England.

Patients
90 women (median age 33 y) with a
history of a 3 consecutive miscarriages
and positive results for phospholipid
antibodies on a 2 occasions more than
8 weeks apart before becoming preg-
nant. Exclusion criteria were previous
Commentary . .

thromboembolism, systemic lupus
erythematosus, hypersecretion of
Iuteinising hormone, multiple preg-
nancy, or an abnormal karyotype in the
woman or her partner.

intervention
All women started taking LDA (75
mg/d) as soon as they had a positive
pregnancy test. When fetal heart ac-
tivity was seen on ultrasonography, 45
women were allocated by concealed
randomisation to continuing LDA,
and 45 were allocated to self-admin-
istered subcutaneous calcium heparin
(5000 U12 hourly) in addition to low-
dose aspirin. Treatment was stopped
at the time of miscarriage or at 34
weeks of gestation.

Main outcome measures
Rates of live birth and miscarriage.

Main results
32 of 45 pregnancies (71%) resulted
in live births in the LDA+H group

compared with 19 of 45 pregnancies
(42%) in the LDA alone group
(P = 0.01) (Table). More than 90% of
the miscarriages occurred in the first
trimester. No difference existed in the
outcome of pregnancies that pro-
gressed beyond 13 weeks of gestation.
12 of the 51 women (24%) with suc-
cessful pregnancy delivered prema-
turely (< 37 weeks of gestation). Both
LDA and heparin were well tolerated.

Conclusion
Low-dose aspirin plus heparin led to
a higher rate of live births than did
low-dose aspirin alone in women with
a history of recurrent miscarriage as-
sociated with phospholipid antibodies.
Source of funding: Arthritis and Rheumatism
Council.
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Low-dose

Outcome

Live birth

aspirin pins heparin (LDA+H) vs LDA alone*

LDA+H LDA alone
EER CER

71% 42%

RBI
(95% CI)

68%
(16 to 154)

ABI
1 EER-CERi

29%

NNT
(CI)

4
(2 to 12)

*Abbreviations defined in Glossary; RBI, ABI, NNT, and CI calculated from data in article.

Diagnosis and management of potential im~
munological causes of recurrent pregnancy
loss remain controversial. The association of
antiphospholipid autoantibodies with repeti-
tive fetal death is perhaps the most accepted,
but the mechanism for pregnancy loss is
unknown. Death of an embryo or ferns ear-
lier observed to have had cardiac activity is
characteristic for the antiphospholipid syn-
drome, and about 15% to 40% of these
deaths occur after 13 weeks of gestation (1).
Some patients have achieved live births with-
out specific medical therapy, but the prog-
nosis in women with lupus anticoagulant or
high levels of anticardiolipin antibody is less

; favourable when previous pregnancies have
: been unsuccessful. The thrombosc tendency
in diese women is the rationale for using
; antithrombotic regimens to improve preg-
; nancy outcome.

The percentage of women with anti-
cardiolipin antibodies and only first trimes-
ter losses was lower in this study than in most
others. However, comparison of studies is
difficult because of differences in study de-
sign, patient selection, and treatment regi-
mens. This carefully done randomised trial
shows that the live birth rate is higher in pa-
tients treated with LDA+H than with LDA
alone. There was no stratification for num-
ber of previous miscarriages and no evalua-
tion of the effect of treatment in women with
and without previous live births. Neverthe-
less, these results are compatible with those
of another recendy published randomised
trial (2). Preliminary reports of successful
pregnancy outcomes, lowered antiphospho-
lipid antibody levels, and few adverse effects
have led to the study of intravenous immune
globulin (TVIg) therapy in patients with

antiphospholipid antibody. However, until
randomised clinical trials show the efficacy
of IVIg, LDA+H will remain the treatment
of choice in patients with recurrent miscar-
riage and antiphospholipid antibodies.
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