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PREGNANCY PLUS

Management of psoriasis in pregnancy

Sophie Weatherhead,' Stephen C Robson,? Nick ) Reynolds'

Many treatments for this chronic skin
disease are harmful to the developing fetus,
S0 careful pre-conception planning and
management adjustment are crucial for the
pregnant patient

Psoriasis is a common skin condition that causes con-
siderable morbidity and occupational disability."" It
has an estimated lifetime prevalence of 1.5-2.2% in the
adult population,! *? with three quarters of patients pre-
senting before the age of 40.** Incidence is similar for
the two sexes, although women generally develop the
disease earlier than men. The prevalence in pregnant
women is unknown but probably reflects that of non-
pregnant women of child bearing age. The scenario
box on this page shows that balancing treatment of
severe psoriasis with the decision to try to conceive
requires forward planning, and there is always a chance
that the disease will worsen. Our patient was fortunate
to become pregnant so quickly; less fortunate women
can have a prolonged and difficult course and must
decide how long they will try to conceive before resum-
ing systemic treatment.

SCENARIO

A 30yearold woman had had chronic plaque psoriasis
since childhood. She had previously needed a prolonged
course of PUVA (psoralen and ultraviolet A) and two
admissions to achieve control of her psoriasis. She then
began intermittent treatment with methotrexate, followed
by continuous treatment. When she had been taking
methotrexate for five years she decided she wanted to start
a family. She therefore stopped methotrexate and took

the oral contraceptive pill for three months. Within four
weeks of stopping methotrexate her psoriasis flared up but
was controlled with an eight week course of narrowband
ultraviolet B. The patient became pregnant with twins four
months after stopping methotrexate but has needed further
ultraviolet B to control her psoriasis throughout pregnancy.

Does pregnancy affect psoriasis?

Chronic plaque psoriasis is thought to improve in
40-60% of patients during pregnancy, with most
improvement during the late first and second trimes-
ters.? ***6 This improvement has been associated with
high concentrations of progesterone, which down-
regulates the T cell proliferative response.** Psoriasis
is associated with an altered T cell response biased
towards the T helper 2 profile. Pregnancy usually tips
the balance towards a T helper 1 cytokine profile,*’
which may explain why psoriasis often changes

in pregnancy. Psoriasis deteriorates in 10-20% of
women during pregnancy and may require intensified
treatment.**"°

Does psoriasis affect the outcome of pregnancy?
Psoriasis does not affect fertility or rates of miscarriage,
birth defects, or premature birth.*® Many treatments
for psoriasis are associated with potential problems
during pregnancy.

Psoriasis is associated with depression, but no stud-
ies have investigated whether pregnancy exacerbates
depression more in patients with psoriasis than in
the normal population. Having psoriasis should not
affect the timing or mode of delivery. Psoriasis can
localise into scars (Koebner’s phenomenon), but this
phenomenon has not been reported in perineal scars,
although theoretically it can occur at any site of epider-
mal injury. The risk of infection and delayed healing of
caesarean section wounds is theoretically higher, but
no studies have assessed this risk."”

Psoriasis has a multifactorial mode of inheritance.
An individual’s risk of developing psoriasis is estimated
at 28% if one parent is affected and 65% if both parents
have the disease.?

How are patients with psoriasis managed in pregnancy?
If possible, it makes sense to induce a period of remis-
sion or to optimise control of psoriasis before con-
ception to help minimise flare-ups during pregnancy.
Patients considering or taking systemic treatments
should be warned in advance of the length of time
that they will need to be off treatment before it can be
considered safe for them to conceive (figure).
Topical treatments are first line treatments for pso-
riasis, and emollients, topical steroids, and dithranol
are considered safe in pregnancy. Manufacturers
of vitamin D analogues such as calcipotriol advise
avoidance, although significant systemic absorption
is unlikely to occur when they are used for localised
disease.? The safety of coal tar products is unclear
as animal studies have suggested teratogenicity,
although this has not been reported in humans. Such

METHODS

We searched national health information sources, the
British Association of Dermatologists guidelines, the
Cochrane database, and PubMed up to March 2007.
Key search words included “psoriasis”, “maternal”,
“pregnancy”, and “breastfeeding”. We sought advice
from the National Teratology Information Service; the
drug information department, Royal Victoria Infirmary,
Newcastle upon Tyne; and colleagues
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Recommended minimum systemic
drug-free interval before conception
Methotrexate 3 months (men and women)
Retinoids 2 years (women only)

Safety of various treatments
Topical treatments Systemic treatments

Safe treatments
Emollients Ultraviolet B
Topical steroids (mild, moderate, or potent)
Dithranol

Relatively safe treatments (be cautious)

Coal tar products Ciclosporin*
Very potent topical steroids (small quantities)

Treatments to be avoided
Topical retinoids* Retinoids*
Calcipotriol derivatives Methotrexate*

Psoralen plus ultraviolet A*

Treatments with unknown effects
Fumaric acid esters*
Biological agents*
Hydroxycarbamide*
* Avoid in breastfeeding mothers

Treatment advice to be given before conception in patients
with psoriasis

products are probably safe for use in the second and
third trimesters.

If these agents fail to control disease, referral for spe-
cialist care should be considered. Ultraviolet B is the
safest second line agent, followed by ciclosporin.? The
efficacy of ultraviolet B has not been assessed specifi-
cally in pregnant patients, but randomised controlled
trials in the general population with psoriasis have
shown it to be effective in around 65% of patients.*
Similar efficacy was found in a controlled trial with
an average dosing regimen of ciclosporin in psoria-
sis.” PUVA is mutagenic and is contraindicated,*'**!!
although no adverse fetal outcomes have been reported
for women who become pregnant while being treated
with PUVA. Some studies have suggested that localised
topical PUVA may be relatively safe,’ but insufficient
evidence exists, and in view of the mutagenic potential
of PUVA it cannot be recommended.

All retinoids—both topical and oral—are contrain-
dicated in pregnancy due to teratogenicity, especially
in the first trimester.” A period of at least two years
between stopping oral retinoids and pregnancy is rec-
ommended to negate the teratogenic effects.*'> Women
considering pregnancy or at risk of becoming pregnant
should be aware of the risks before starting treatment.

Methotrexate is contraindicated in pregnancy as
it is associated with spontaneous miscarriage, cleft
palate, and skeletal abnormalities.? *!3 !4 Most evi-
dence for teratogenicity comes from the use of high
dose methotrexate for chemotherapy or abortion.
Although malformations can be seen after maternal
exposure to low doses of methotrexate, there are many
reports of healthy infants born after exposure in early
pregnancy.® 1> %16 Methotrexate can also affect sperma-
togenesis, causing chromosomal aberrations. Both men
and women should therefore avoid conception for at

least three months after taking methotrexate, although
the risk to the fetus is largely theoretical for men.*!”

Hydroxycarbamide (hydroxyurea) is a neoplastic
agent occasionally used as a second line systemic treat-
ment for psoriasis. Although teratogenic in animals, no
problems have been reported in the limited number of
women exposed to this agent during pregnancy.” 1819
In view of the limited data available, manufacturers
advise avoidance in pregnancy

Fumaric acid esters are widely used as systemic
treatment for psoriasis in Europe (particularly
Germany)"? *?! but are not licensed in the United
Kingdom; they are available on a named patient basis
at some UK centres. There are no studies in preg-
nancy so they should be used cautiously on a case
by case basis.

Manufacturers of etanercept and infliximab, which
are licensed for use in severe psoriasis, advise avoid-
ance during pregnancy. No toxicity or teratogenicity
has been reported in animal studies of etanercept, and
limited human data suggest that neither agent causes
harm to the fetus.' However, these drugs are often used
in combination with methotrexate. Manufacturers of
etanercept have set up a registry to follow patients who
have been exposed to etanercept in pregnancy. More
information about its safety profile will therefore be
available in the future.

How is psoriasis managed postpartum?

More than half of patients have a flare-up within six
weeks of delivery, although this is usually not worse than
their prepregnancy state.***® Making women aware
of this can allow therapeutic options to be planned in
advance, leading to prompt treatment and minimising
disease as far as possible.

First line treatment options for breastfeeding women
are primarily limited to emollients, moderate to low
potency topical steroids, and dithranol. Topical treat-
ment should be applied after breastfeeding, and washed
off thoroughly before the next feed.

Acetretin, methotrexate, ciclosporin, hydroxycar-
bamide, biological treatments, and PUVA are contra-
indicated in breastfeeding women; the safest second-line
agent is ultraviolet B. Breastfeeding may need to be cur-
tailed if further treatment options are required.
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BM) UPDATES
Mild renal impairment increases cardiovascular risk

Research question impairment was associated with a significantly
Is mild renal impairment an independent risk factor for increased risk of dying from cardiovascular disease.
cardiovascular disease in otherwise healthy adults? When the authors divided participants by quartiles of
GFR, those in the bottom two categories (GFR <89.4 ml/
Answer min/1.73 m?) were more than twice as likely to die from
Yes. cardiovascular disease compared with those in
the top quarter (GFR>104.3 ml/min/1.73 m?).The
Why did the authors do the study? hazard ratios for death from cardiovascular disease were
People with chronic renal failure have an increased risk 2.48 (95% CI1.26 to 4.87) for those with a GFR of 75.6-
of cardiovascular disease. These authors wanted to ®9.4ml/min/1.73m?and 2.21 (1.13 to 4.32) for those

with a GFR<75.6 ml/min/1.73 m2.

The effect of mild renal impairment on cardiovascular
risk was about the same for men and women and was
independent of age and traditional cardiovascular risk
factors including smoking. The authors estimate that

find out the risks associated with much milder forms

of renal impairment. More specifically, they wanted to
know how low glomerular filtration rate (GFR) has to fall
before cardiovascular risk begins to rise in otherwise

healthy adults.
y cardiovascularrisk goes down by 8% for every 10 ml/
. 5 : .
What did they do? (r)ngg/);JB mZincrease in GFR (hazard ratio 0.92 (0.85 to
They selected 8913 participants without cardiovascular Rt
di diabetes fi iginal cohort of 30 000 .
isease or diabetes from an original cohort o What does it mean?

adults chosen at random from the Belgian electoral
register and followed them up for 10 years after
baseline assessments of their GFR and cardiovascular
risk factors. The authors recorded all deaths during
follow-up and used death certificates and hospital
notes to ascertain the causes of death. They looked
foran association between GFR at baseline and risk
of death from cardiovascular disease, adjusting the
results for age, sex, body mass index, smoking, mean Van Biesen et al. The glomerular filtration rate in an apparently
arterial blood pressure, serum concentration of total healthy population and its relation with cardiovascular mortality

. . . during 10 years. European Heart Journal 2007;28:478-83.
cholesterol, and serum concentration of uric acid.

Renal impairment seems to have a detrimental effect
on cardiovascular risk at an early stage, even among
apparently healthy adults. This study suggests that
risk starts to rise once GFR falls below about 90 ml/
min/1.73 m?, a substantially higher cut-off point than
previous estimates and one that the authors describe
as “nearnormal.”

. . This summarises a paper that has been selected by bmjupdates.
What did they find? To register for bmjupdates (free email about high quality new

Inthese apparently healthy adults, even mild renal papers in your favourite subjects) go to http://bmjupdates.com/
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