Letters to the Editor

Pregnancy appears difficult to
obtain and TNF-a blockers
cannot always be discontinued in
women with rheumatic diseases

Sirs,

Tumour necrosis factor oo (TNF-a) block-
ers are often used in women of childbearing
age (1, 2). The objective of this study was
to describe the outcomes of pregnancy wish
in women treated with TNF-a blockers for
rheumatic diseases and to assess the feasi-
bility of recommended TNF-a blockers in-
terruption before pregnancy.

We conducted a systematic retrospective
study of medical records of one tertiary
rheumatology unit, for all women who had
either been considering a pregnancy or who
were pregnant while receiving or after hav-
ing received TNF-a blockers between 1998
and 2006. Pregnancies were considered
“exposed” to TNF-a blockers at the time of
conception, if conception occurred before
5 half-lives of TNF-a blocker discontinu-
ation: 24 days for etanercept, 50 days for
infliximab, and 70 days for adalimumab.
Twenty patients representing 23 pregnancy
wishes were analysed: 13 had rheumatoid
arthritis and 7 spondyloarthritis (Table I).
Of 20 women with a pregnancy wish, 7
(35%) failed to conceive with a median fol-
low-up of 15.3 months; median delay be-
fore pregnancy was 10.8 months (range 0-
29). A flare of rheumatic disease occurred in
35% of pregnancy wishes. Recommended
discontinuation of TNF-a blockers before
conception was not possible in 12/23 cases
(52%): no initial discontinuation in 9 cases
and reintroduction after initial discontinua-
tion in 3 cases. Fourteen pregnancies were
exposed to TNF-a blockers at the time of
conception: median exposure time was 19
days after conception (range 40 days before-
90 days after), 8 were exposed to etanercept,
4 to adalimumab, and 2 to infliximab. Their
outcomes were as expected in the general
population: 9 live births (64%), 3 miscar-
riages (21%), 2 therapeutic terminations
(14%) (co-medication with methotrexate).
No foetal or neonatal malformation and no
pre-term delivery were reported among the
total number of 21 pregnancies.

In this study, the interruption of TNF-a
blockers was not possible for 12/23 preg-
nancy wishes (52%) for two main reasons:
the activity and severity of the rheumatic
disease and a long time to conception (10.8
months). In addition we reported that 35%

Table I. Characteristics of women receiving TNF-a blockers for rheumatic diseases between 1998 and

2006 and reporting a pregnancy wish in one centre.

Pregnancy wish =23 (n. women = 20)

Total With pregnancy Without pregnancy
Number of women 20 13 7
Number of pregnancies 16 16 0
Median age, yrs (min; max) 32.6 (23.0;39.3) 323 (23.0;39.3) 349 (27.6;35.7)
Underlying diagnosis
Rheumatoid arthritis 13 8 5
Spondyloarthritis 4 3 1
Psoriatic arthritis 3 2 1
Juvenile arthritis 0 0 0
Median disease duration, yrs (min; max) 6.9 (1.8;33.3) 6.2 (1.8;152) 99 (4.7;33.3)
n. previous DMARDs median n. (min; max) 4 (0;6) 4 (0;5) 3 (1;6)
Etanercept, n. 15 11 4
Infliximab, n. 5 3 2
Adalimumab, n. 3 2 1
Median n. of previous children (min; max) 1.0 (0;2) 1.0 (0;2) 0.5 (0;1)

of women with a pregnancy wish had not
conceived after a median follow-up of 15.3
months and we noted the recourse to pro-
creation assistance techniques or ovarian
stimulation in 5 of 20 women with a preg-
nancy wish. This is in keeping with other
studies which report a longer time from
first attempting conception to pregnancy in
rheumatic diseases (3, 4). We cannot know
if this reduced fecundity is due to the sever-
ity and activity of the rheumatic disease or
the treatment with TNF-a blockers and the
time to conception.

Regarding outcomes of pregnancy, our reas-
suring results are consistent with published
series (5-7). However, congenital anoma-
lies that are part of the VACTERL spectrum
have been recently reported (8).

In conclusion, compliance to recommenda-
tions for discontinuation of TNF-a block-
ers before conception is difficult in daily
practice, because of conception difficulties
and rheumatic flares for women with rheu-
matic diseases. Despite the small sample
size of this study, no signal of increased
teratogenicity was detected for pregnancies
exposed to TNF-a blockers. Further studies
with prospective follow-up of pregnancies
and long-term follow-up of children are
necessary.
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