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Introduction:-

Psoriasis multifactorial complex chronic inflammatory skin disease characterized by infiltration of inflammatory
cells into the epidermis and altered keratinocyte differentiation(1), causes erythematous, scaly patches, and plaques
that can affect any part of the body(2), affects both sexes equally , although women generally develop the disease
earlier than men(3),Psoriasis onset occur at any age, with the mean age of presentation in females at 26.94 + 14.94
years(4,5,6,7,).

Various environmental risk factors, including trauma to the skin, infections, obesity, smoking, alcohol use,
emotional stress, and various drugs, have been associated with psoriasis(8,9).

psychosocial issues related to psoriasis reveal several important insights that clinicians should bear in mind when
treating adult women(10).

Course of Psoriasis During Pregnancy :
Most pregnant women had improvement in psoriasis due to immunomodulatory changes from increased oestrogen,
whereas some women'’s psoriasis worsens with pregnancy(11).

The maternal immune system undergoes physiological changes to achieve tolerance to antigens expressed by fetal
cells and prevent rejection of the fetus. These changes influnced by the effect of estrogens, progesterone, and
cortisol, and gradually increase blood levels during pregnancy, giving rise to a change in helper T (TH ) cell
polarization that potentiates the humoral TH 2 response and inhibits the cell-mediated TH 1 response(12).

The close relationship between the embryo and the endometrium and the placenta and the decidua mediated by
steroid hormones ,and diverse cytokines and chemokines, to ensure successful maintenance of pregnancy(13,14).

The cytokines levels progressively decrease during the second and third trimesters of pregnancy as the placenta
completes its formation. In the last weeks of pregnancy, the balance of cytokines is once again reversed towards a
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predominance of TH1 cells, which stimulate labor and protect both the mother and fetus from infection during and
after birth.(15).

In between 30% and 40% of women with psoriasis experience clinical improvements during pregnancy and between
40% and 90% worsening of disease between week 4 and 6 postpartum(16).

Increased levels of diverse proinflammatory cytokines (IL-6 and TNF) and inflammation biomarkers (C-reactive
protein) in both maternal serum and cord blood during the pregnancy of women with psoriasis have been shown to
result in preterm birth or small-for-gestational-age neonates.(17).

During pregnancy, the maternal immune system shifts from a T helper cell Thl to a Th2 response. With this shift,
certain Th2-mediated diseases such as lupus erythematosus worsen during pregnancy(18,19,20,21).

The Th2 immune response that potentiated by estrogen, increase the concentrations of interleukin IL-4, IL- 5, and
IL-10, while androgens have been found to increase the Thl response leading to increased IL-2 production and
activation of CD8+ T-cells, these differences marked in reproductive years but disappear after menopause(22,23).

Interactions of estrogen and prolactin (PRL), have an important role in modulating the immune response(24,25),It
interferes with B-cell tolerance induction, enhances proliferative response to antigens and mitogens, and increases
the production of immune globulins, cytokines, and autoantibodies. Patients with hyperprolactinemia (HPRL)
present with many different clinical manifestations, one of them is psoriasis.(26,27).

It has been observed that worsening of symptoms occurs when estrogen and progesterone levels drop
postpartum,prior to menses, and at menopause, while most patients receiving hormone therapy around menopause
noted no change in their condition(28,29,30).

pregnancy and hormonal changes lead to improvement of psoriasis; because the estrogens have both an
immunosuppressive and immunostimulatory property promoting a state of immune tolerance(31).

The progesterone levels alone did not correlate with change in psoriasis and therefore it can be assumed that patients
who experience an improvement of psoriasis have higher levels of estrogen relative to progesterone during
pregnancy, whereas those who have lower ratio levels will remain unchanged or potentially worsen(32).

patients with psoriasis presented with a flare-up of symptoms within six weeks of delivery, which correlates with the
previously mentioned observations implicating the role of hormones in psoriatic symptoms(33,34).

Management of Psoriasis During Pregnancy

U.S. Food and Drug Administration (FDA) pregnancy categories:

A, large studies suggest no evidence of harm.

B, animal adverse effects and human studies fail to show adverse effects.

C, animal studies show adverse risks, but no adequate human studies.

D, evidence of human fetal risk from human studies or marketing or investigational experiences.

X, evidence that the drug causes harm to the fetus, the risks clearly outweigh the benefits for pregnant
women(35).

arwdE

Interruption of any therapy is reasonable strategy for psoriasis that improves during pregnancy, in consideration that
common forms of psoriasis are not compromise the maternal and fetal health.

The discontinuation can be impractical with severe psoriasis, but the teratogenic and other possible risks should be
balanced with the risk of uncontrolled inflammation that affecting the course of pregnancy and postpartum period.

A woman with psoriasis of reproductive age should be asked about her childbearing planning to get an appropriate
medications and healthy education(36).

Topical treatments:
Moisturizers and emollients, such as petroleum jelly, should be tried first, because these are known to be safe(37).
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Topical Corticosteroids(FDA Category C):

The most commonly used therapy for localized psoriatic plaques generally and also in pregnancy, and associated
with little, if any, teratogenic risk, in conservative warn pregnant women not to use large amounts of topical
corticosteroids over extensive parts of the body because of the possibility of having a new- born with low birth
weight(38).

Low- to moderate-potency topical corticosteroids are next step, followed by high-potency topical corticosteroids,
only if necessary, in the second and third trimesters, and risks of high-potency topical steroids applied on large body
surface areas increased potential for systemic absorption(39).

Salicylic acid (No FDA Pregnancy Category):
After topical application of salicylic acid or its derivatives, between 9% and 25% of salicylic acid has been reported
to be systemically absorbed(40), and its use was linked to premature ductus arteriosus constriction(41).

Topical retinoids (tazarotene) (FDA Category X):
Approved for the treatment of psoriasis but it is recommended that tazarotene should be stopped immediately if the
woman becomes pregnant while using it(42).

Calcipotriene (FDA Category C):

Approximately 6% of calcipotriene, (a synthetic vitamin D3 derivative), is absorbed systemically when the ointment
is applied onto psoriatic plaques(43),Studies in animals have shown an increased incidence of skeletal abnormalities
and incomplete ossification of pelvic bones and phalanges of affected fetuses(44).

Tacrolimus(FDA Category C):
Systemic absorption of tacrolimus after topical application is very low and is not associated with systemic effects .
There are no literature reports on women using tacrolimus topically during pregnancy(45).

UVB phototherapy (No FDA Pregnancy Category):
considered to be a safe and effective form of treatment for psoriasis in pregnancy and there are no contraindications
for its use(46).

Coal tar (No FDA Pregnancy Category):

Despite the potential risks that have emerged from animal studies with coal tar, the literature on human exposure has
failed to reveal any developmental effects.The results of a retrospective study suggested that coal tar should be
prohibited during the first trimester of pregnancy and, at the most, limited during the second and third trimesters
(47).

Systemic treatments:
If moderate-to-severe psoriasis remains active or worsens during pregnancy, there might be a need for systemic
treatment, and making the appropriate treatment decision can be difficult.

Systemic corticosteroids (FDA category C):
not routinely used in common forms of psoriasis, but they can be used in selected cases or in patients with
concomitant arthritis, and are considered a treatment of choice for impetigo herpetiformis.(48).

PUVA (FDA category C):
(photochemotherapy) is contraindicated in pregnancy because both components in PUVA treatment, the oral
medication psoralen and the UVA light, are potentially mutagenic(49).

Despite the theoretical mutagenic and teratogenic effect of treatment evidance seems to indicate that it apparently
does not carry any significant risk for abnormal delivery outcome(50,51).

Systemic retinoids (Acitretin) (FDA category X):

The relative risk of fetal malformation in pregnancies exposed to an oral retinoid in early pregnancy is 25.6 times
that in the general population(52).
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Methotrexate (FDA Category X):

is absolutely contraindicated in pregnancy, as it is known to be an abortifacient, mutagenic and teratogenic agent.
The sensitive period for the occurrence of malformations is between 6 and 8 weeks after conception and the dose
required to produce defects is greater than 10 mg per week and some time less than 10 mg(53).

Men as well as women should be counseled to use effective contraception while being treated with methotrexate. It
is recommended to interrupt the drug for at least 3 months before conception for both men and women.(54).

Cyclosporine (FDA category C):

There are limited data on the effect of ciclosporin in pregnant psoriasis patients, and the majority of information on
its use during pregnancy derives from registries of transplant recipients, who usually receive higher doses than
psoriasis patients, The drug has no mutagenic properties, no increase of congenital malformations nor any special
malformation pattern has been noted. However, there was an increased risk of premature delivery and low birth
weight(55,56), the current recommendation is that breastfeeding should be avoided while taking ciclosporin due to
concerns of immunosuppression in the infant(57).

Biologic therapy (FDA category B):

Exposure of the fetus to biologic agents during pregnancy depends on the transport across the placenta.
Immunoglobulin G (IgG) is the only major class of antibody that is transported across the human placenta. In the
first two trimesters of pregnancy fetal levels of IgG in umbilical venous blood are low and not surpass maternal
levels of 1gG until the beginning of the third trimester when active transport of the 1gG molecules across the
placenta increases rapidly(58), treatment of patients with anti-tumor necrosis factor (TNF) alpha biologic
medications is generally considered safe during the first half of pregnancy(59).

Patients with psoriasis who continue treatment with biologic agents during their pregnancy and particularly into the
third trimester should be informed of impaired immune response in their newborn infants(60).

A large collection of 131 pregnancies exposed to infliximab from the Centocor safety database reported no increased
risk of adverse outcomes such as miscarriages, therapeutic terminations of pregnancy, and congenital malformations
when compared with the general population(61).

The OTIS (Organization for Teratology Information Specialists) registry reported 100 pregnancies exposed to
etanercept, which had similar live birth rates and similar rates of major congenital malformationsto control group of
pregnant patients with inflammatory arthritis not exposed to etanercept (62).

The same registry reported 66 pregnancies exposed to adalimumab for rheumatoid arthritis during the first trimester,
comparing them to non-adalimumab treated patients and healthy controls. There was no increased risk or evidence
of a specific pattern of major or minor birth defects connected with adalimumab exposure(63).

Ustekinumab is a relatively new biologic drug and experience during pregnancy is extremely limited(64).
Breastfeeding during therapy with biologics is not generally recommended, although the levels of the drugs
detectable in breast milk are significantly lower than those in maternal circulation.

Most package inserts for medications warn against breastfeeding while being treated with biologic agents, but recent
data shows that breastfeeding may overall be safe for nursing mothers without significant risk to newborn babies.
Low levels of TNF-alpha inhibitors can be detected in breast milk(65).

However, biologics may be used only in high-need situations and when no alternative treatments are available(66).

Conclusion:-

In managing psoriasis across the life span, several fundamental principles must be considered. First, both clinicians
and patients should remember that although psoriasis is a chronic, lifelong disease, effective treatment is available.
Further, a wide range of therapeutic options is available, allowing for optimal, individualized therapy. In addition to
choosing the most effective therapeutic agents, clinicians must help patients manage all aspects of the disease,
including the psychosocial impact/manifestations of psoriasis. This includes educating them and their families,
identifying social problems and potential compliance issues, and being aware of school and work challenges that
patients with psoriasis may face. Clinicians should recommend counseling and/or patient support groups, when
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indicated, providing patients and their families with information about the resources available. Finally, it is crucial to
discuss family planning with patients who are of childbearing age.
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