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EDITOR,

Biological therapies have revolutionized the management of moderate-to-severe psoriasis in
the last decade. However, if their impact on pregnancy outcomes has been recently
investigated'?,data surrounding their effects after paternal exposure remain scarce and
restricted to drugs initially introduced, such as the anti TNF-alfa agents>”. In the literature,
there is a lack of data regarding more recent biologics.

We performed a retrospective study in the Dermatologic Centers of 5 University
Hospitals(Bologna, Modena,Reggio Emilia,Parma,Ferrara) in Emilia-Romagna(ltaly),
reviewing the medical records of 500 male patients with moderate-to-severe psoriasis, from
2009 to 2019.

We defined the father’s exposure to biologic drug as after at least one administration before
the time of conception.

We identified 32 male patients who fathered 38 children during biologic therapy(Table
1).The mean age at conception was 3715.3 years(range 27-44),with a mean disease duration
of 17.317.5 years(range 4-33).The mean period between first administration and pregnancy
for each child was 4.02+2.8 years(range 0.5-10).

In 30 patients anti TNF-alfa agents had been administrated (13 were treated with infliximab,

8 with etanercept and 9 with adalimumab).Five patients had been prescribed an anti IL-
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12/23 drug(ustekinumab) and 3 were under therapy with anti IL-17 monoclonal
antibody(secukinumab). None of them had adverse events during treatment.

Most patients conceived only one child during biological therapy.We report 4 cases of
elective abortion in the female partner for personal reasons, and 1 partner with 2
spontaneous abortions.

No unhealthy infants were observed in this cohort:no congenital or cognitive disorders were
observed at birth and until the time of writing(maximum follow up period:10 years).None of
our male patients required fertility assistance.

At present, what do we know about psoriasis and male fertility?

Recent evidence indicates that psoriasis, like other diseases with a systemic state of
inflammation,

may impair male fertility. In fact, psoriatic patients more frequently have an altered sex
hormone serum profile(low free testosterone, high oestrogens levels) compared to
unaffected subjects. This, in turn, might have an impact on the inflammation itself,
worsening the psoriasis, because of the role of androgens in anti-inflammatory activities.
The second interesting question is: what do we know about biologics and male fertility?

The Food and Drug Administration categorized medications into 5 pregnancy risk categories,
and biologics received a category B rating(animal studies did not reveal gonadal
toxicity).This classification considers potential teratogenicity and infertility from maternal,
but not paternal, exposures. This information gap makes the administration of biologics to
male patients wishing fatherhood a difficult field for dermatologists.

A recent review” reports reassuring data on fathers exposed to anti TNF-alfa at time of
conception; these drugs seem to increase sperm vitality and motility, probably because of
the negative effects of TNF-alfa on the integrity of the sperm membrane and the sperm
motility®®.In line with these evidences, in our sample 30 patients were receiving anti TNF-
alfa agents, and no unhealthy infants were observed.

Interestingly, in our case series 8 patients were receiving anti I1L-12/23 or anti IL-17
drugs,and also these patients had fathered healthy children with normal growth.

In the literature,there are some data regarding pregnancy occurred in mother treated with
secukinumab or ustekinumab® which offer reassurance in cases of conception, since no
evidence of adverse pregnancy outcome has been recorded. In contrast, to our knowledge,

data on male fertility in humans are absent®* and only animal studies were conducted,
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without any impairment of fertility reported. Our innovative results suggest that conception
during administration of these drugs is safe. Limitations of this study are:(i)the small number
of subjects;(ii)lwe did not investigate the causes of 2 spontaneous abortions in our
sample;(iii)the real influence of biological therapy on male fertility is still unclear.

In conclusion, this study reports our real-life experience in prescribing biologic agents and
provides some evidence of reassurance in male patients concerning fertility and fatherhood.
Our aim is to support dermatologists in the use of biologic drugs also in male patients
looking to conceive.

Nevertheless,larger and prospective studies are necessary to properly guide clinicians in

their therapeutic decisions.
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Table 1. Characteristics of male patients with psoriasis who fathered children during biologic
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