Acta Dermatovenerol APA

Acta Dermatovenerologica
Alpina, Pannonica et Adriatica

Table of Contents

Original article

Prevalence, genotype distribution, and risk factors for hepatitis C infection
among HIV-infected individuals in Slovenia: a 1986-2013 update

Mateja §kamperle, Katja Seme, Maja M. Lunar, Polona J. Maver, Janez TomaZic,
Tomaz D. Vovko, BlaZ Pecavar, Mojca Maticic, Mario Poljak

Review article

Management of moderate to severe plaque psoriasis in pregnancy and lactation
in the era of biologics
Liljana Mervic

Case reports

Epidermolysis bullosa simplex with mottled pigmentation: the first Slovenian
case
Aleksandra Bergant Suhodolcan, Vlasta Dragos

Valproate-related erythrodermia with reversible encephalopathy: a rare but
serious adverse reaction, case report
Zvonka Rener Primec, Valerija Balkovec

Elastosis perforans serpiginosa: a case successfully treated with intralesional
steroids and topical allium cepa-allantoin-pentaglycan gel

Anna Campanati, Emanuela Martina, Katia Giuliodori, Giulia Ganzetti, Barbara
Marconi, Irene Conte, Mirella Giangiacomi, Annamaria Offidani

2014;23(2)

25

27

33

35

39



SI.BCC.11.2012.0042

Do zdravih nohtov v dveh
korakih in le 6-tih tedni

h
Odstranjevanje @
okuzenega nohta

—_—

A

T
%!
€
= mEm

\

‘ﬁ:w
[

§{\§
L 9
=\

Komplet jenje gliviéni A

¥se|m:p za zdravljenje gliviénih okuzb nohtoy 1%1&’
b

DgfﬂaﬁzﬂJ;r?gl:gjezsaxdgigﬁNawlw, ki vsebuje: secnino, beli Vvosek, lanolin,

iQ vodoodpornih oblizey 7a
plastiéno Strgalo za nohte
Za odstranitey noh Z
2 od tov, okuzeni
Kliniéno dokazano varen in ﬁgil:kzo

s

-
VRN

enkratno uporabo

glivicami, v 2- "
i) i, v 2-3 tednih,

Nadaljevanje zdravljenja okuzenega
dela koze s protiglivicno kremo

Bifonazol @

_ ‘ Canespor- io mg/gkrema
& bifonazol Prea——
$

nanesite |x na dan
=——=4
& lassiane
S

Zdravljenje v dveh korakih omogoca:

Hitro in temeljito odstranjevanje okuzenega dela nohta
¢ Dnevno viden napredek’

e Enostavno zdravljenje brez bole¢in'

¢ Globinsko odstranjevanje glivic?

Podrobni prikaz zdravljenja okuzenega dela nohta si lahko ogledate na www.canesnail.si

Skrajsan povzetek glavnih znacilnosti zdravila

Ime zdravila: Canespor 10 mg/g krema. Sestava: 1 g kreme vsebuje 10 mg bifonazola. Terapevtske indikacije: za zdravljenje koznih mikoz, ki jih povzrocajo dermatofiti, kvasovke, plesni in druge glivice
(npr. Malassezia furfur) ter okuzbe s Corynebacteriumom minutissimum: tinea pedum, tinea manuum, tinea corporis, tinea inguinalis, pityriasis versicolor, povrsinske kandidoze in eritrazma. Odmerjanje in
nacin uporabe: Kremo Canespor uporabljamo enkrat na dan, najbolje zvecer pred spanjem. Na prizadeto kozo nanesemo tanko plast zdravila in ga vtremo. Ucinek je trajnejsi, e kremo Canespor uporabljamo
pravilno in dovolj dolgo. Obicajno traja zdravljenje: mikoz na stopalu in med prsti (tinea pedum, tinea pedum interdigitalis) - 3 tedne; mikoz po telesu, rokah in v koznih gubah (tinea corporis, tinea manuum,
tinea inguinalis) - 2 do 3 tedne; okuzb rozene plasti koze, blagih, kronicnih, povrsinskih okuzb (pityriasis versicolor, eritrazma) — 2 tedna; povrsinskih kandidoz koze - 2 do 4 tedne. Za povrsino v velikosti dlani
zadostuje vec¢inoma ze majhna koli¢ina kreme. Otroci: Pregled klini¢nih podatkov kaze, da uporaba bifonazola pri otrocih ne povzroca skodljivih ucinkov. Kljub temu naj se bifonazol pri dojenckih uporablja
le pod zdravniskim nadzorom. Kontraindikacije: Preobéutljivost za bifonazol, cetil in stearilalkohol ali katerokoli pomozno snov. Poseb p ila in previd| ni ukrepi: Bolniki zanamnezo preob¢utlji-
vostnih reakcij na druge imidazolske antimikotike (npr. ekonazol, klotrimazol, mikonazol) morajo previdno uporabljati zdravila, ki vsebujejo bifonazol. Paziti je treba, da zdravilo ne pride v stik z o¢mi. Krema
Canespor vsebuje cetil in stearilalkohol, ki lahko povzro¢i lokalne kozne reakcije (npr. kontaktni dermatitis). Pri bolnikih, ki so preobcutljivi za cetil in stearilalkohol, je priporocljivo, da namesto kreme Canespor
uporabljajo raztopino Mycospor. Medsebojno delovanje z drugimi zdravili in druge oblike interakcij: Ni podatkov o medsebojnem delovanju z drugimi zdravili. Nose¢nost in dojenje: Prve 3 mesece
nosecnosti smejo zenske bifonazol uporabiti $ele potem, ko zdravnik oceni razmerje koristi in tveganja. Dojenje: Ni znano, ali se bifonazol pri ¢loveku izlo¢a v materinem mleku. Dojece matere smejo bifonazol
uporabiti sele potem, ko zdravnik oceni razmerje koristi in tveganja. Med obdobjem dojenja zenska bifonazola ne sme uporabljati v predelu prsi. Plodnost: Predklinicne studije niso pokazale, da bi bifonazol
vplival na plodnost samcev ali samic. Nezeleni ucinki: Splo3ne tezave in spremembe na mestu aplikacije: bolec¢ine na mestu uporabe, periferni edemi (na mestu uporabe); bolezni koze in podkozja: kontaktni
dermatitis, alergijski dermatitis, eritem, srbenje, izpuscaj, urtikarija, mehur, eksfoliacija koze, ekcem, suha koZza, drazenje koze, maceracija koze, peko¢ obcutek na kozi. Ti nezeleni u¢inki po prekinitvi zdravljenja
izginejo. Nacin in rezim izdaje: Izdaja zdravila je brez recepta v lekarnah. Imetnik dovoljenja za promet: Bayer d. 0. 0., Bravnicarjeva 13, 1000 Ljubljana. Datum zadnje revizije: 20.10.2011. Datum priprave
informacije: april 2012. Vse informacije o zdravilu dobite pri Bayer d.o.o0.

Literatura:
1. Canes-Nail; Navodila za uporabo.
2. Canespor krema; Povzetek glavnih znacilnosti zdravila.

B
. eaz=s) Bayer HealthCare
Samo za strokovno javnost. R



Acta Dermatovenerol APA

Acta Dermatovenerologica
Alpina, Pannonica et Adriatica

2014;23:25-26
doi: XXXXXXXXXXXXXXXXXXXXX

Prevalence, genotype distribution, and risk factors for hepatitis C
infection among HIV-infected individuals in Slovenia: a 1986-2013

update

Mateja §kamperle1, Katja Seme?, Maja M. Lunar?, Polona J. Maver’, Janez Tomazi¢?, Tomaz D. Vovko?, BlaZ Pecavar?,

Mojca Maticic2, Mario Poljak®*

Abstract

Introduction: Since the introduction of highly active antiretroviral therapy, chronic hepatitis C has become one of the leading
causes of non—AlIDS-related morbidity and mortality in patients with HIV infection. Two previous Slovenian nationwide studies
published in 2002 and 2009 showed a very low prevalence of hepatitis C virus (HCV) infection among Slovenian HIV-infected indi-
viduals (14.5% and 10.7%, respectively).

Methods and results: The presence of HCV infection was tested in 579/639 (90.6%) patients that were confirmed as HIV-positive
in Slovenia by the end of 2013. Among them, 7.6% (44/579) of HIV-infected individuals were anti-HCV-positive, and 33/44 (75%)
anti-HCV-positive patients were also HCV RNA—positive. HCV genotype 1 was most prevalent among HIV-infected patients (68%),
followed by genotype 3 (20%), genotype 4 (8%), and genotype 2 (4%). Anti-HCV positivity was significantly higher in those that
acquired HIV by the parenteral route (91.8%) than in those that acquired HIV by the sexual route (2.8%).

Discussion: Slovenia remains among the countries with the lowest prevalence of HCV infection in HIV-infected individuals. Be-
cause the burden of HIV among men who have sex with men in Slovenia is disproportionately high and increasing rapidly, the

current favorable situation could change quickly and should be therefore monitored regularly.
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Introduction

Due to the use of highly active antiretroviral therapy (HAART),
which has prolonged the survival of HIV-infected individuals (1),
and significant overlap in the transmission pathways of hepatitis
C virus (HCV) and HIV, chronic hepatitis C has become one of the
leading causes of non—-AIDS-related morbidity and mortality in
patients with HIV infection (2). Coinfection with HCV occurs in
25% of HIV-infected individuals, although rates vary widely in dif-
ferent patient populations and are the highest among intravenous
drug users (IVDU) and men who have sex with men (MSM) (3-5).
Slovenia is a small central European country with a relatively
low prevalence but increasing incidence of HIV infection (6). The
burden of HIV among MSM in Slovenia is disproportionately high
and increasing quickly, whereas it is very low among IVDU (7). In
our previous nationwide studies published in 2002 and 2009, we
found a very low prevalence of HCV infection among Slovenian
HIV-infected individuals (14.5% and 10.7%, respectively) (8, 9).
Because several developed countries have recently faced a dra-
matic increase in the incidence of acute hepatitis C among HIV-
infected MSM (10—12), here we have updated the HCV infection
prevalence data in Slovenian HIV-infected individuals.

Methods

For the purpose of this study, data collected for the most recent
published study on the topic (9) were updated with those obtained
from 230 Slovenian individuals that were newly diagnosed as HIV-
positive between 1 January 2009 and 31 December 2013. Overall,
579 of 639 (90.6%) patients that were confirmed as HIV-positive
by the end of 2013 were tested for the presence of HCV infection.

The presence of anti-HCV was determined using the Ortho HCV
Assay (Ortho Diagnostic Systems). Anti-HCV reactive specimens
were confirmed by the Inno-Lia HCV Ab III Update Assay (Innoge-
netics, Zwijndrecht, Belgium). HCV RNA was detected using sev-
eral generations of commercial HCV RNA viral load assays.

Results

Among 579 individuals included in the study, 505 (87.2%) were
men and 74 (12.8%) women, and mean age at the time of HIV
diagnosis was 37.4 years (range 0-76 years). The sexual trans-
mission route was predominant (483.5/579, 83.5%), followed by
the parenteral HIV transmission route (24.5/579, 4.2%), mother-
to-child transmission (6/579, 1.0%), and transmission by human
bite (1/579, 0.2%) (13). The route of transmission was unknown
for 64/579 (11.1%) HIV-infected individuals. MSM accounted for
62.9% of all HIV-infected individuals included in the study.

The presence of anti-HCV antibodies was detected in 7.6%
(44/579) HIV-infected individuals. Thirty-three out of 44 (75%) se-
ropositive patients were also HCV RNA-positive. HCV RNA was
not detected in any of the 535 anti-HCV-negative HIV-infected
individuals. HCV genotype 1 was most prevalent among HIV-in-
fected patients (68%), followed by genotype 3 (20%), genotype 4
(8%), and genotype 2 (4%).

Anti-HCV positivity was significantly higher in those that ac-
quired HIV by the parenteral route (91.8%) than in those that ac-
quired HIV by the sexual route (2.8%).

Discussion

In Slovenia, screening for HCV infection has been the standard of
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medical care in management of HIV-infected individuals since
2001. The study performed in 2002 demonstrated a low preva-
lence (14.5%) of HCV infection among Slovenian HIV-infected
individuals (8). In a follow-up study performed on 87% of the en-
tire population of Slovenian HIV-infected individuals identified
by the end of 2008, the prevalence of HCV infection decreased
to 10.7% (9). In the present study, which included 90.6% of the
entire population of Slovenian HIV-infected individuals identified
by the end of 2013, a further decrease in the prevalence of HCV in-
fection was observed and reached only 7.6%. The predominance
of HCV genotype 1 among HIV-infected individuals followed by
HCV genotype 3 remained unchanged and is in agreement with
the HCV genotype distribution in the general population of HCV-
positive individuals in Slovenia (14). As noticed in our previous
studies, the HCV infection in those that acquired HIV by the par-
enteral route predominated over individuals that acquired HIV by
the sexual route. There are probably two main reasons for the un-
usual relatively low prevalence of HCV infection among Slovenian
HIV-infected individuals. Namely, the IVDU population in Slove-
nia has so far largely been spared from HIV infection and it also
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Conclusion

Slovenia remains among the countries with the lowest prevalence
of HCV infection among HIV-infected individuals. Because the
burden of HIV among MSMs in Slovenia is disproportionately
high and increasing rapidly, the current favorable situation could
quickly change and should therefore be monitored regularly.
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Management of moderate to severe plaque psoriasis in pregnancy and

lactation in the era of biologics

Liljana Mervic* *

Abstract

Psoriasis is not uncommon in the reproductive years and therefore in pregnant patients. There are limited data about the impact
of psoriasis on the course and prognosis of pregnancy and about the impact of pregnancy on the course of psoriasis. Usually the
disease improves during pregnancy and patients experience worsening between 4 and 6 weeks after delivery. A safe option for
patients with limited disease is topical therapy, including moisturizers and topical steroids as well as UVB phototherapy. In the
case of active psoriasis or even psoriasis worsening during pregnancy, there might be a need for continuation or even introduction
of systemic therapy. Methotrexate and acitretin are known teratogens and mutagens, and they must be avoided. Ciclosporin may
be regarded as a possible rescue therapy for pregnant psoriasis patients in the case of severe disease. Post-marketing experience
regarding the safety of biologics is accumulating, with largely reassuring results. All four biologics approved for the treatment of
moderate to severe psoriasis—etanercept, infliximab, adalimumab, and ustekinumab-are not currently recommended in pregnant
psoriasis patients. The existing evidence implies that the risk of biologics in pregnancy is relatively low and that the risk of fetal
drug exposure may be outweighed by the benefits for the mother.

Received: 2 April 2014 | Returned for modification: 21 April 2014 | Accepted: 6 May 2014

Introduction

Psoriasis vulgaris is a chronic immune-mediated inflammatory
skin disease. It accounts for more than 80% of all cases of pso-
riasis (1). Moderate to severe psoriasis is considered a systemic
disease with several psoriasis comorbidities such as metabolic
syndrome, psoriatic arthritis, depression, and anxiety (2).

The severity of psoriasis must be assessed for proper manage-
ment of the disease. Mild psoriasis is defined as body surface area
(BSA) < 10 and psoriasis area and severity index (PASI) < 10 and
dermatology life quality index (DLQI) < 10. Moderate to severe
psoriasis is defined as BSA > 10 or PASI > 10 and DLQI > 10. Some
special clinical situations such as involvement of visible areas,
face, scalp, genitals, palms, and soles may change mild psoriasis
to moderate or severe despite the lesser extent of affected skin.
Mild disease is most commonly successfully managed topically,
and in refractory psoriasis with the addition of phototherapy.
Moderate to severe psoriasis cannot be successfully controlled
with topical therapy, and therefore phototherapy and systemic
therapy are the recommended methods of treatment (3, 4).

The prevalence of psoriasis ranges from 2 to 3% in the Cauca-
sian population. Women and men are affected equally, and the
disease usually starts between the second and fourth decades
of life. The average age of diagnosis in women is 28. These are
the reproductive years and therefore psoriasis is not uncommon
in pregnant patients (1). It is estimated that in the United States
there is a range of approximately 65,000 to 107,000 births to wom-
en with psoriasis annually, of whom 9,000 to 15,000 have moder-
ate to severe disease (5).

Moderate to severe psoriasis may lead to complications in the
course of gestation, preterm delivery, and low birth weight (6). A
large study that included 1,463 mothers with psoriasis and 11,704
randomly selected mothers without the disease showed that preg-
nant women with severe psoriasis had a higher risk of giving birth
to a newborn with low birth weight. They observed an increased
risk of complications such as premature labor, cesarean delivery,

and preeclampsia among pregnant psoriasis patients treated with
systemic therapy. Conversely, mothers with mild psoriasis had no
significantly higher odds for complications during the course of
pregnancy (7). The influence of pregnancy on the clinical course
of psoriasis is unpredictable; however, usually the disease im-
proves during pregnancy and patients experience worsening be-
tween 4 and 6 weeks after delivery. In a study of pregnant pso-
riasis patients, 55% reported improvement, 21% experienced no
change, and 23% reported worsening of disease. Postpartum,
only 9% of patients experienced improvement, 65% worsened,
and 26% showed no appreciable changes in disease activity (8).
In another retrospective study of 91 pregnant women with pso-
riasis, 56% of patients experienced improvement, 18% remained
unchanged, and 26% worsened (9). Improvement could probably
be attributed to the immunoendocrine interactions observed in
pregnancy with a higher ratio of estrogen to progesterone (10).

Management of psoriasis in pregnancy and lactation

Dermatologists are faced with questions about the safety of dif-
ferent therapeutic modalities during gestation and lactation.
Teratogenic and other possible adverse risks for the child must
be balanced with the risk from uncontrolled skin inflammation
affecting the course of pregnancy and postpartum period. Adjust-
ment of therapy in a patient planning to become pregnant or dur-
ing early pregnancy is needed.

Currently there are limited data on the safe administration
of drugs during pregnancy. Pregnant women are excluded from
prospective clinical trials due to ethical reasons. Knowledge only
slowly accumulates from inadvertent as well as intentional drug
exposure during pregnancies in the form of case reports and
various registry collectives. Valuable data on the safety of sys-
temic drugs for treating psoriasis can be drawn from the larger
population of inflammatory arthritis and inflammatory bowel dis-
ease patients treated with the same agents while pregnant and
breastfeeding. Another source of information on the safe use of
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drugs in pregnancy is the US Food and Drug Administration (FDA)
pregnancy categories system (Table 1) (11, 12).

Patient counseling before conception is invaluable. A woman
with psoriasis of reproductive age should be asked about her
childbearing plans in order to choose appropriate medications
and provide education (13). About half of patients with psoriasis
experience improvement or remission during pregnancy (8, 9). An
option for these women may be discontinuation of medications or
topical therapy including moisturizers and low- to moderate-po-
tency topical steroids or UVB phototherapy. These represent the
first-line therapy for pregnant or breastfeeding psoriasis patients,
provided the disease is limited (11, 13). If moderate to severe pso-
riasis remains active or even worsens during pregnancy, there
might be a need for continuation of systemic treatment. Some of
these medications are known teratogens and mutagens, and they
must be avoided. Others may be used relatively confidently.

Methotrexate

Methotrexate has been widely used in the systemic treatment of
moderate to severe psoriasis since 1958 due to its efficacy, exten-
sive clinical experience, and low cost (14). It inhibits the synthesis
of DNA by competitive binding to dihydrofolate reductase and has
been known as an abortifacient, as well as a mutagen and terato-
gen agent in animals and humans. It is classified as FDA category
X and is absolutely contraindicated during pregnancy. The sensi-
tive 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 (16). The abnormalities can occur
even in doses lower than 10 mg weekly (16). Methotrexate increas-
es the risk of abortion and birth defects, such as central nervous
system, craniofacial, limb, gastrointestinal, and cardiopulmonary
malformations, as well as growth delay (15, 17, 18). Because 6 to
8 weeks after conception is the critical period for abnormalities, a
“washout” period of at least 3 months is advisable before conceiv-
ing, and supplementation with folic acid during this period and
throughout pregnancy is recommended (15). Methotrexate has
been linked to disturbances in spermatogenesis, such as chromo-
somal abnormalities and alterations in the sperm mobility. How-
ever, a prospective study of 42 fetuses whose fathers were exposed
to weekly doses between 7.5 and 30 mg 3 months before or until
conception reported no birth abnormalities (19). Methotrexate is
transferred into breast milk in significantly lower concentrations
compared to maternal serum. It could be present in child tissues
for months and therefore it should not be used during lactation
(11, 20, 21).

Table 1 | U.S. FDA categories for drug safety during pregnancy.

Ciclosporin

Ciclosporin has been classified as a traditional systemic agent
for psoriasis treatment and has been approved for this indica-
tion since 1993. It is usually given as a short-term therapy for 2
to 4 months (4). It is a selective immunomodulator by acting as
a calcineurin inhibitor (22). The drug passively crosses the pla-
cental blood barrier to achieve 10 to 50% of the maternal plasma
concentration (23). It is not teratogenic in animals or humans. It
is classified as FDA category C. There are limited data on the ef-
fect of ciclosporin in pregnant psoriasis patients. The majority of
information on its use during pregnancy derives from registries of
transplant recipients, who usually receive higher doses than pso-
riasis patients. The drug has no mutagenic properties; namely, no
increase of congenital malformations nor any special malforma-
tion pattern has been noted. However, there was an increased risk
of premature delivery and low birth weight (24—26). Ciclosporin is
not absolutely contraindicated in pregnancy and has been used
successfully in pregnant women. It may be regarded as a possible
rescue therapy for pregnant psoriasis patients in the case of se-
vere disease after thorough risk and benefit analysis together with
the patient (11). Cyclosporine is excreted in breast milk at variable
levels. Although there are reports of safe infant exposure dur-
ing lactation with normal development and growth, the current
recommendation is that breastfeeding should be avoided while
taking ciclosporin due to concerns of immunosuppression in the
infant (4, 27).

Acitretin

Acitretin belongs to the group of retinoids. The exact mechanism
of action has not been completely clarified, although it affects cel-
lular differentiation and proliferation. Due to lack of efficacy given
as a monotherapy, it is no longer suggested among the first-choice
therapies for moderate to severe psoriasis patients (4). Acitretin is
a well-known teratogen probably acting by affecting cellular dif-
ferentiation and proliferation. It is classified as FDA category X and
is absolutely contraindicated during pregnancy. Acitretin adminis-
tered in the first trimester of pregnancy increases the risk of spon-
taneous abortion and congenital defects, such as central nervous
system, craniofacial, limb, thymic, and cardiovascular malforma-
tions (28). Therefore pregnancy should be avoided during and up to
2 years after the end of therapy, which makes acitretin an impracti-
cal and unsuitable therapy for women in their reproductive years.
Despite the short elimination half-life of acitretin of only 2 days, it
can be converted in small amounts to etretinate with a much longer

FDA pregnancy category Definition

A Controlled studies in animals and women have shown no risk in the first trimester, possible fetal harm is remote
Animal reproduction studies have failed to demonstrate risk to the fetus but there are no well-controlled studies in pregnant
B women, or animal reproduction studies have shown an adverse effect that was not confirmed in well-controlled studies in

pregnant women in the first trimester of pregnancy

Animal reproduction studies have shown an adverse effect on the fetus, and there are no adequate and well-controlled

& studies in humans, or there are no animal reproduction studies and no adequate and well-controlled studies in humans
Evidence of human fetal risk based on adverse reaction data from investigational or marketing experience or studies in hu-

D mans, but the potential benefits from the use of the drug in pregnant women may be acceptable despite its potential risks if
life-threatening or serious disease

X Studies in animals or humans have demonstrated fetal abnormalities and/or there is positive evidence of fetal risk based

on adverse reaction reports from investigational or marketing experience, drug is contraindicated
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half-life of 100 days, especially by concomitant intake of ethanol.
Therefore, women of childbearing age should be discouraged from
taking acitretin, and in the case of using this treatment the decision
to avoid pregnancy is mandatory. The drug should be introduced on
the second or third day of the menstrual cycle, after at least 1 month
of satisfactory double contraception. Monthly pregnancy tests are
recommended (4).

Literature reports only minimal excretion of acitretin into breast
milk; however, breastfeeding should be avoided due to the potential
for cumulative neonatal toxicity (21, 29).

Biologics

Currently four biologic agents are approved for moderate to severe
psoriasis treatment, which is inadequately controlled with con-
ventional systemic agents or if these agents are contraindicated.
Etanercept, infliximab, and adalimumab belong to the TNF inhibi-
tors, which prevent the activation of TNF-a receptor by binding to
circulating TNF-a. Ustekinumab is an IL-12/23 inhibitor that blocks
the activity of IL12 and IL23 by binding to their p40 subunit. Ac-
cording to current manufacturers’ recommendations, all biologic
agents should be discontinued for variable periods of time prior
to conception depending on elimination half-life and the duration
of the biologic effect of these drugs. Reliable contraception should
be introduced. Etanercept should be discontinued at least 3 weeks
prior to conception. The intervals for infliximab, adalimumab and
ustekinumab are at least 6 months, at least 5 months, and up to 15
weeks, respectively (30). The reason for these guidelines is a lack of
controlled studies of biologics in pregnant women. However, post-
marketing experience regarding the safety of these drugs is accumu-
lating and being published, with largely reassuring results. All four
approved biologics for psoriasis treatment are classified as Preg-
nancy FDA category B, which means there is no risk from animal
studies; however, there are no adequate and controlled studies in
women receiving biologic agents during pregnancy (11, 13). Experi-
ence with exposure to biologics in pregnancy is slowly accumulat-
ing, especially in the setting of inflammatory bowel disease and in-
flammatory arthritis patients. In the case of unplanned conception,
most women stop the biological therapy at the time of pregnancy
confirmation (31).

Despite some isolated reports of congenital malformations in
children exposed to biologics during pregnancy, data from various
inflammatory bowel disease and rheumatologic registries show that
major congenital malformations after exposure to biologics prior to
conception or during the first 3 months of pregnancy occur at rates
that are lower than the estimated population rate, which is approxi-
mately 3% (32, 33). No specific or consistent pattern of malforma-
tions connected to exposure to biologics has been reported so far
(34-36). 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 (37). 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 malformations compared to a control group of
pregnant patients with inflammatory arthritis not exposed to etaner-
cept (38). The same registry reported 66 pregnancies exposed to
adalimumab for rheumatoid arthritis during the first trimester, com-
paring them to non-adalimumab treated patients and healthy con-
trols. There was no increased risk or evidence of a specific pattern of

major or minor birth defects connected with adalimumab exposure
(39). Ustekinumab is a relatively new biologic drug and experience
during pregnancy is extremely limited. One reported case of its use
during pregnancy in a psoriasis patient reported an uncomplicated
pregnancy and a healthy infant delivered at term (40). Accumulated
data may be reassuring that termination of pregnancy is not nec-
essary for women that inadvertently become pregnant while taking
biologics. An exposure to biologics during the first trimester does
not seem to hold an increased risk of congenital defects or other un-
favorable outcomes of pregnancy.

The structure of infliximab, adalimumab, and ustekinumab
is an IgG1 monoclonal antibody, whereas etanercept is a fusion
protein. It is well known that maternal IgG antibodies are large
hydrophilic proteins of more than 100 kDa and cannot cross the
placenta by simple diffusion, but are actively transported via Fc
receptors on the syncytiotrophoblast. These receptors have not
been observed before week 14 of gestation; however, the active
transport of IgG immunoglobulins begins during the second tri-
mester and rapidly increases over the third trimester, leading
to higher fetal levels of IgG in comparison to those in maternal
circulation. The half-life of immunoglobulins in an infant is con-
siderably longer than in adults (41-43). Infliximab, adalimumab,
and ustekinumab are actively transported through the placenta
in the same way as natural maternal antibodies reaching high
blood levels in the newborn after being exposed in the late second
and third trimester. Both infliximab and adalimumab have been
found in newborns in much higher concentrations than in their
mothers’ peripheral blood, and they remain detectable from 2 to 7
months after birth. The median concentration of infliximab meas-
ured in cord blood at delivery was 160% of maternal, whereas the
median concentration of adalimumab in cord blood was 153% of
that detected in maternal serum (44-46). There is no published
human study on ustekinumab so far; however, in an animal study
on cynomolgus macaques ustekinumab was detected in fetal se-
rum as well as in the serum of infants as long as 120 days post-
partum (47). Etanercept, on the other hand, shows considerably
less transplacental transport than the IgG immunoglobulins. The
concentration of etanercept in cord blood after treatment in the
second and third trimester was 4 to 7% of that in maternal blood
(48, 49).

There is a concern that the use of biologics that actively cross
the placenta during pregnancy could result in immunosuppres-
sion in a newborn and increase the risk of infection. One case
of a fatal disseminated bacillus Calmette-Guérin (BCG) infection
after regular vaccination in an infant delivered to a mother with
Crohn’s disease that was treated throughout pregnancy with in-
fliximab was reported (50). Therefore, infliximab, adalimumab
and ustekinumab, which are IgG antibodies, should be discontin-
ued as soon as pregnancy is recognized or in the case of difficult-
to-control disease at least before gestational week 30 or preferably
between weeks 20 and 22. This would probably limit significant
intrauterine and postnatal drug exposure of an infant and, like-
wise, the risk of infection (36, 51).

The administration of live vaccines in a newborn that was ex-
posed to biologic medication during the late second and third tri-
mester should be postponed until 6 to 7 months of age or until the
biological agent is no longer detectable in the infant circulation
(13, 31, 36). Routine vaccinations with non-live vaccines appear to
be safe and responses appear to be appropriate (44, 46).

Breastfeeding during therapy with biologics is not generally
recommended, although the levels of the drugs detectable in
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breast milk are significantly lower than those in maternal circula-
tion. Two to 3 days after the infusion of infliximab, the milk con-
centration was 1/200 of that in maternal serum (52). Six days after
injection of adalimumab, the level of drug detected in milk was
1/100 of that in maternal serum (53). Etanercept was detected in
milk in extremely small concentrations; namely, 1/800 of that in
maternal serum (49). Absorption of a biologic drug from milk is
probably minimal because of protein structure degradation in the
infant’s digestive system. Therefore biologic medications could be
compatible during breastfeeding (13, 31, 54).

There are limited data on men exposed to biologic drugs at the
time of conception. So far there are no specific reports on adverse
pregnancy outcomes (37, 55).

Conclusion

Pregnant and lactating women with psoriasis should be managed
with caution. Topical therapy including emollients and topical ster-
oids as well as UVB phototherapy is regarded as a safe option for
these patients. In the case of uncontrollable psoriasis and a need for
more potent systemic treatment, methotrexate and acitretin must be
strictly avoided. However, ciclosporin may be considered as an op-
tion for controlling the disease. Newer biologic agents are currently
not recommended due to a lack of controlled studies in pregnant
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Epidermolysis bullosa simplex with mottled pigmentation: the first

Slovenian case

Aleksandra Bergant Suhodol¢an ®, Vlasta Dragos*

Abstract

confirmed.

Epidermolysis bullosa simplex with mottled pigmentation is a rare subtype of epidermolysis bullosa simplex that is character-
ized by nonscarring blistering and reticulated hyperpigmentation. We report the first Slovenian case of a newborn with blisters,
who later presented with hyperpigmented macules in the first year of life. A missense p.Pro2sLeu mutation in the KRT5 gene was
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Introduction

Epidermolysis bullosa simplex (EBS) is a group of genetic diseases
in which blisters occur spontaneously or after minor trauma. The
blister is localized in the basal layer of epidermal cells, although
the recent classification of EBS also includes three disorders that
result in a plane of separation within the suprabasal epidermis
(suprabasal EBS). Because of the characteristic level of cleavage,
EBS is sometimes termed epidermolytic EBS. Most of the cases
are inherited in an autosomal dominant mode, but cases of reces-
sive EBS also exist. Table 1 presents classification of major types
of EBS. The prevalence of different forms of EBS has not been
systematically studied and can therefore only be estimated. The
prevalence of localized EBS is estimated at five to 20 per million,
whereas the prevalence of the generalized form is about two per
million (1). In 2003, an epidemiological study of EBS in Slovenia
was performed, and a prevalence of 14 per million was recorded.
According to clinical manifestation, the patients had localized
EBS (previously called Weber—Cockayne) and generalized EBS or
other (previously called Kébner) variants. Molecular defects were
detected in Keratin 14 in five patients and in Keratin 5 in two pa-
tients (2). So far, no EBS with mottled pigmentation in Slovenia
has been described.

EBS with mottled pigmentation is a rare subtype of EBS and is
usually autosomal dominant inherited, but a few “de novo” muta-
tions have been described. It is characterized by nonscarring blis-
tering and reticulated hyperpigmentation. We present a case of a
“de novo” mutation in the KRT5 gene.

Table 1 | Classification of major types of EBS (1).

Case report

A 16-day-old boy presented to our clinic with blisters and crusts
on his fingers and toes and erosions on the gluteus and around
the navel. Blistering and crusts on the fingers were already ob-
served in the first days following birth (Fig. 1). He had previously
been treated for staphylococcal infection with a systemic antibi-
otic, without success. New blisters were forming and were heal-
ing without sequelae. Thorough physical examination did not
reveal any other abnormalities. The family history was negative
for skin diseases, including blistering. A biopsy of the lesion was
performed at the age of 6 weeks. Histopathologic and electromi-
croscopic examination revealed vacuolae in the basal layer of
keratinocytes and suggested a diagnosis of EBS. At the age of 6
months the patient presented with asymptomatic hyperpigment-
ed macules on the extremities and later on the entire body, ex-
cluding the face (Fig. 2). This suggested a rare type of EBS with
mottled pigmentation. Gene sequencing was performed when
the patient was 11 months old. No DNA variants were noted in the
Keratin 14 gene, but a pathogenic heterozygote Keratin 5 mutation
KRT5:¢c.74C>T variant (missense KRT5:p.Pro2sLeu mutation) was
identified, which means that the child is heterozygous for a C>T
nucleotide substitution in exon 1, resulting in the replacement of
a proline codon with a leucine codon at amino acid position in
the KRT5 gene. The lesions were treated with topical antibiotic.
The parents were instructed to prevent potential trauma and in-
fections.

Inheritance Protein defect Gene defect
EBS localized (Weber—Cockayne) AD Keratin 5, 14 KRT5, KRT14
EBS generalized, other (Kobner) AD Keratin 5, 14 KRT5, KRT14
EBS Dowling—Meara AD Keratin 5, 14 KRT5, KRT14
EBS with mottled pigmentation AD Keratin 5, 14 KRT5, KRT14
Autosomal recessive EBS (not associated with muscular dystrophy) AR Keratin 14 KRT14
EBS with muscular dystrophy AR Plectin PLEC1
EBS Ogna AD Plectin PLEC1
EBS superficialis AD Unknown Unknown
Skin fragility-ectodermal dysplasia syndrome AR Plakophilin-1 PKP1
Lethal acantolytic EB AR Desmoplakin DSP
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Figure 1 | Blisters on the hand (age: 3 weeks).

Figure 2 | Hyperpigmented macules on the lower extremities (age: 1 year).

Discussion

EBS is an inherited mechanobullous disorder characterized by
skin fragility and blister formation following minor trauma of the
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skin (3). EBS with mottled pigmentation is a rare variant of EBS,
first reported by Fischer and Gedd-Dahl in 1979, which presents
with nonscarring blistering and slowly progressive reticulated hy-
perpigmentation (4). Multiple families and some sporadic cases
have been reported all over the world. The blisters usually ap-
pear at birth and tend to decrease with age, only rarely appear-
ing in adults. Hyperpigmentation usually begins later in infancy
and childhood, making EBS with mottled pigmentation difficult
to distinguish from other subtypes of EBS in the neonatal period.
Adults can also develop punctate palmoplatar hyperkeratosis
and nail dystrophy (5). The diagnosis is based on typical clinical
findings, family history, gene mapping, and molecular analysis.
Similar to other subtypes of EBS, mutations in EBS with mottled
pigmentation are in the Keratin 5 and Keratin 14 genes and the
intermediate filament (IF) proteins, expressed in basal keratino-
cytes in the epidermis and related complex epithelia (6). The mu-
tation most commonly found in EBS with mottled pigmentation
is the missense p.Pro2sLeu mutation, which is also thought to
be responsible for the aberrant pigmentation. There is growing
evidence showing that keratin proteins functionally interact with
melanin pigments, their malfunction resulting in aberrant mela-
nosome uptake and consequently in hyperpigmented areas (7, 8).

Conclusion

The missense p.Pro2sLeu mutation was confirmed in our patient.
The case illustrates that a diagnosis of a phenotype of EBS can-
not always be made as the first signs of the disease appear during
the neonatal period, but prolonged follow-up and monitoring are
required. Because there was no family history of blistering dis-
ease or hyperpigmentation now or in the past, we assume that the
mutation appeared “de novo.” Gene mapping of the parents could
be performed to confirm this hypothesis. Sporadic “de novo” mu-
tations on genes for Keratin 5 and 14 have been described previ-
ously (9, 10). However, this is the first confirmed Slovenian case of
EBS with mottled pigmentation.
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Valproate-related erythrodermia with reversible encephalopathy: a rare
but serious adverse reaction, case report
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Abstract

Cutaneous adverse reactions to antiepileptic drugs (AEDs) are usually easily recognized in daily clinical practice when they mani-
fest as a morbilliform or maculopapular rash within the first few weeks after introducing an AED. Valproate (VPA)-induced encepha-
lopathy is a rare but serious complication, presenting with impaired consciousness, with or without hyperammonemia, normal
liver enzymes, and normal serum level of VPA. A 2-year-old Caucasian boy with severe developmental disability and pharmacore-
sistant epilepsy presented with fever, generalized erythrodermia, and encephalopathy, which resolved after discontinuation of
valproate. Sodium valproate (30 mg/kg/day) was introduced 5 months previously, as the third drug in combination with vigabatrin
and levetiracetam, due to frequent daily seizures. The clinical condition of generalized erythrodermia and encephalopathy was
recognized by the treating physician as a possible adverse reaction to VPA: with the Naranjo scale it was probably associated with
VPA (six points) and possibly associated with vigabatrin and levetiracetam (three and two points, respectively). After valproate
withdrawal, the patient recovered completely. This case is of interest because erythrodermia was a clue to the recognition of
valproate-related adverse reaction with severe central nervous system involvement without hyperammonemia and with normal

liver enzymes—a very rare occurrence.
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Introduction

Adverse reactions to antiepileptic drugs (AEDs) occur to a certain
degree in almost 80% of patients and are a major concern for phy-
sicians (1, 2). Cutaneous adverse reactions to an AED are usually
promptly recognized by the patient and clinicians because they
typically manifest as a maculopapular rash within the first weeks
after the introduction of a specific AED. Although skin rashes may
occur with any AED, the risk is highest for phenytoin (10%), car-
bamazepine (8.7%), and lamotrigine (6.2%) (1, 3). Valproic acid,
vigabatrine, levetiracetam, and benzodiazepines have lower risks
(1). A recent retrospective study of 3,793 Chinese epilepsy patients
showed skin side effects manifesting as any type of rash in 137
cases (3.6%) (4). The underlying mechanism of the drug-related
maculopapular rash, which represents the most common aller-
gic reaction to drugs and is observed in 2 to 3% of hospitalized
patients (5), may be either immune-mediated hypersensitivity (6)
or non-immune-mediated individual susceptibility as an idiosyn-
cratic reaction (1, 3, 7).

Idiosyncratic reactions (IDR) are rare, accounting for only 6 to
10% of all adverse drug reactions in general, but they can be life-
threatening (8). The most frequently occurring IDRs—Stevens—
Johnson syndrome (S]S) and toxic epidermal necrolysis (TEN)—-are
associated with the use of lamotrigine, carbamazepine, pheny-
toine, and phenobarbital (7, 9).

The term antiepileptic drug hypersensitivity syndrome (ADHS)
or drug-related rash with eosinophilia and systemic reaction
(DRESS) represents a rash that typically occurs during the first
weeks of therapy with one of the following AEDs: phenytoin, la-
motrigine, or carbamazepine. In addition to exanthema, there is
also involvement of one or more internal organs, most frequently
the liver, GI tract, kidneys, lungs, CNS, and hematopoietic system.
In its most severe form, systemic ADHS or DRESS is associated

with high fever, maculopapular exanthema, and multiple organ
failure, mainly acute hepatopathy, and may be life-threatening (7).

Valproic acid (VPA), a broad-spectrum antiepileptic drug, has
been used in therapy for epilepsy since 1967. VPA is a branched-
chain fatty acid with anticonvulsive action due to the combined
pharmacological effect of increased y-amino-butyric acid (GABA)
levels inhibiting N-methyl-d-aspartate (NMDA) receptors and a
blockade of neuronal sodium channels. VPA also affects a variety
of metabholic pathways. The side effects of VPA are many and well
known; however, serious adverse reactions such as hepatotoxici-
ty, encephalopathy, coagulation disorders, pancreatitis, and bone
marrow suppression are rare (10).

The aim of this paper is to alert physicians and clinical pharma-
cists to a rare but serious encephalopathic manifestation of ADR, in
which the cutaneous symptom was an important diagnostic clue.

Case report

A 2-year-old Caucasian boy had suffered severe B streptococcal
meningoencephalitis at the age of 2 months, with resultant severe
global developmental delay (DQ < 25), microcephaly, generalized
hypotonia with tetraparesis, and pharmacoresistant epilepsy.
Because of his frequent daily seizures, he was treated with many
AEDs. Clinical improvement, with an important reduction in sei-
zures, was achieved 5 months prior to admission, when sodium
valproate (30 mg/kg/day) was added to the combination of vi-
gabatrin (40 mg/kg/day) and levetiracetam (40 mg/kg/day). At a
regular follow-up visit 2 months prior to admission, the normal
therapeutic drug level of VPA was determined (597 umol/L). His
development started to improve; slowly, he became more alert
and attentive in non-verbal communication, he achieved better
head control and was able to sit with support, and he began to
smile in response to his parents.
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Suddenly, on the 3rd day of an acute upper respiratory tract
infection, he became somnolent, and then his condition deterio-
rated to lethargy and coma, with reaction only to painful stimuli.
Laboratory tests ruled out sepsis (hemoculture was negative),
CRP was 93 mg/L, and mild leukocytosis (15L), thrombocytopenia
(49), and eosinophilia (7%), mildly elevated ALT (1.17 pkat/L) and
normal AST (0.03 pkat/L), gamma-GT (0.50 pkat/L), and normal
ammonia (42; 9 pmol/L) were found. Renal function and blood
pressure were normal, and plasma therapeutic drug monitoring
for sodium valproate was not performed. MRI showed gadolini-
um enhancement of meningeal coverings as in meningitis, and
therefore he was treated with a third-generation cephalosporin
and acyclovir, but his condition did not improve over the next few
days. Lumbar puncture did not confirm any pathogenic organ-
isms or inflammatory response within the CNS.

On the 2nd day after admission, his skin became diffusely red
and edematous, including facial edema (Figure 1). All common
infectious causes were excluded. Recalling a similar patient with
high fever, diffuse erythrodermia, and irritability, but no lethargy,
probably related to VPA (unpublished), the treating physician
considered the possibility of an adverse reaction to an AED and
decided to stop sodium valproate immediately. The child contin-
ued to receive vigabatrin and levetiracetam and he also received
intravenous antihistamines. The second day after cessation of
VPA the erythrodermia became less intense and the patient’s level
of consciousness started to improve, and after 5 days his mental
state slowly returned to the previous baseline. According to the
Naranjo ADR probability scale, the total score for sodium val-
proate in this case was six points and ADR was assigned as prob-
able, in comparison to vigabatrin (three points) and levetiracetam
(two points).

Figure 1| Facial edema with erythrodermia.

Discussion

The clinical recognition of an adverse drug reaction (ADR) is very
important because drug withdrawal may be the necessary thera-
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peutic procedure or another drug should be administered (2, 3,
11). Maculopapular exanthema, as the most frequent ADR to an-
tiepileptic drugs such as carbamazepine or lamotrigine, is well
recognized among physicians, especially severe cutaneous reac-
tions such as SJS or TEN (3, 4, 7). However, rashes are not common
adverse reactions to VPA. Valproate-induced vasculitis as an ADR
has been reported, with an incidence of less than 1/1000 (12). Al-
though rare, a clinician should be aware of cutaneous eruptions
as a possible adverse event related to VPA (13).

Erythrodermia, on the other hand, is a very rare symptom and
not as well known as a possible drug-associated adverse reaction.
A maculopapular or generalized erythematous rash associated
with facial edema is usually a predictor of DRESS syndrome (14).
In our patient, along with erythrodermia, diffuse edema was
present, but due to CNS involvement and fever at admission,
along with MRI findings, a diagnosis of meningoencephalitis was
initially suspected and antibiotic treatment started. Only after 2
days, when no clinical improvement was observed, with negative
results of CSF and other tests for infection, and because of pro-
gressive deterioration of the child’s condition, was the possibility
of systemic drug-induced hypersensitivity syndrome considered.
Eosinophilia and thrombocytopenia, in addition to CNS involve-
ment in our patient, were sufficient evidence for the diagnosis of
DRESS syndrome, which includes fever, rash, hematological ab-
normalities, lymphadenopathy, and single or multiple internal
organ involvement (7).

In addition, according to the Naranjo ADR probability scale
(2) used as an assessment tool, the adverse event was probably
related to sodium valproate (six points). After discontinuation of
this drug, the patient’s clinical condition returned to the previous
level and all symptoms of the adverse event resolved.

The causal relationship between the clinical picture in our pa-
tient and the other two AEDs-vigabatrin and levetiracetam-was
graded with three and two points on the Naranjo scale, indicating
the only possible relationship (2). Both drugs have more favorable
pharmacokinetics and do not bind significantly to plasma pro-
teins or influence hepatic metabolism, and no clinically signifi-
cant adverse effects of vigabatrin and levetiracetam in combina-
tion with sodium valproate have been reported (2, 3, 7, 10).

Encephalopathy with normal ammonia during VPA treatment
was reported in 13 of 19 patients in a German study, but no pa-
tient had erythrodermia. The mechanism of a direct toxic effect
of VPA on neurotransmitters was postulated for encephalopathy
(15). All patients recovered after VPA withdrawal, as was the case
in our patient. The same toxic mechanism might be responsible
for erythrodermia.

Patients with brain damage and intellectual disability may be
at a higher risk of VPA-induced encephalopathy without hyper-
ammonemia or elevated valproate levels (16). Our patient had a
pronounced developmental delay after severe meningoencepha-
litis early in life; therefore he was at higher risk of VPA-induced
encephalopathy. The VPA levels were not monitored.

Three forms of encephalopathy have been described in chil-
dren and adults treated with VPA: encephalopathy due to the di-
rect toxic effect of VPA with high serum levels of VPA and normal
ammonia, hyperammonemic encephalopathy, and encephalopa-
thy with impaired liver function (15-17). However, none of these
forms include erythrodermia. We presume that our patient clini-
cally belongs to the early phases of DRESS syndrome. This report
highlights the increased potential for adverse reactions when pre-
scribing antiepileptics as polytherapy, and therefore cooperation
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between clinical pharmacists and clinicians is important. This
occurs in many hospitals in Slovenia (18, 19), but was absent in
this case.

In the field of serious cutaneous ADRs such as Stevens—John-
son syndrome or DRESS syndrome, there was some hope of find-
ing biochemical markers or genetic predictors, but at present it
is impossible to assess the risk of these severe reactions in each
patient.

The role of genetic factors involved in idiosyncratic drug reac-
tions is so far limited to the presence of human leukocyte antigen
HLA-B*1502 allele as a risk factor for skin hypersensitivity. For
carbamazepine-induced SJS/TEN, a strong association has been
found with the HLA-B*1502 allele in southeast Asian patients, but
not in Caucasian and Japanese patients. Future research may help
reveal additional genetic predictors of susceptibility to severe ad-
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verse reactions to antiepileptic drugs.
Conclusion

Drug-induced hypersensitivity reactions are of major medical con-
cern because they are associated with high morbidity and high
mortality. Antiepileptics are known to be quite well tolerated and
safe, but physicians and clinical pharmacists should constantly
be aware of the risk of adverse effects. From a clinical point of
view, cutaneous manifestations may represent an important di-
agnostic clue to severe ADR and should always be kept in mind.
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Elastosis perforans serpiginosa: a case successfully treated with
intralesional steroids and topical allium cepa-allantoin-pentaglycan gel
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Abstract

Elastosis perforans serpiginosa is a rare skin disease in which abnormal elastic fibers, other connective tissue elements, and cellu-
lar debris are expelled from the papillary dermis through the epidermis. Three clinical variants of EPS can be detected: idiopathic,
reactive, and drug-induced. Clinically it consists of small horny or umbilicated papules arranged in a linear, arciform, circular, or
serpiginous pattern. It usually occurs in young adults and shows a predilection for the head and neck. The lesions are generally
asymptomatic or slightly itching. Several treatments have been reported with poor long-term success; these include intralesional
and topical corticosteroids, tazarotene, imiquimod, and cryotherapy. We report a case of 40-year-old black woman affected by
elastosis perforans serpiginosa that was referred to our department and treated with intralesional injections of triamcinolone
acetonide and topical application of allium cepa-allantoin-pentaglycan gel.
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Introduction

Elastosis perforans serpiginosa (EPS) is a rare skin disease gener-
ally involving the nape of the neck, face, upper and lower extremi-
ties, and trunk, occurring without sex predilection.

Clinically it consists of small horny or umbilicated papules ar-
ranged in a linear, arciform, circular, or serpiginous pattern (1).
Histologically, it is characterized by abnormal elastic fibers, other
connective tissue elements, and cellular debris that are ejected
from the papillary dermis through the epidermis.

No treatment of choice can be extrapolated from data in the
literature, although several therapies have been proposed to man-
age patients with EPS.

We describe the case of a 40-year-old black woman affected by
EPS that was referred to our department and treated with intral-
esional injections of triamcinolone acetonide 40 mg/ml and topi-
cal application of allium cepa-allantoin-pentaglycan gel.

Case report

A 4o-year-old black woman came to our department with a 1-year
history of inflammatory lesions on the nape of the neck. Physical
examination revealed multiple follicular lesions, confluent into
papules and erythematous-crusted plaques, slightly itching, with
hypopigmented and atrophic areas, resembling acne keloidalis
nuchae (Fig. 1).

A family history was impossible to draw up and the patient’s
personal history was negative for any significant disease or drug
use.

Then we performed a skin biopsy, whose histological exami-
nation revealed a thick fibrous dermic band associated with an
increase in fragmented elastic fibers and deposits of calcified ma-
terial, which was ejected over the skin through the infundibular
ostium (Figs. 2, 3). The abnormal presence of elastic fibers in the
superficial dermis and the appearance of transepidermal elimina-
tion suggested a diagnosis of EPS. The presence of calcified ma-
terial was probably due to a follicular inflammatory process or a

traumatic event such as scratching.

Figure 1 | Patient on presentation to our department with papular eruption on
the neck.

Figure 2 | Biopsy specimen demonstrating transepidermal elimination of al-
tered elastic fibers.

The patient was treated unsuccessfully before the biopsy with
oral isotretinoin (0.8 mg/kg/die) for 3 months and, after the histo-
logical finding, with high-potency topical corticosteroids (clobet-
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asol twice/day for 4 weeks), topical tazarotene (twice/day for 8
weeks), and cryotherapy (three applications for 10 seconds each,
every week).

Because multiple therapies had failed, the patient was treated
with intralesional injections of triamcinolone acetonide (40 mg/
ml) every 15 days for 3 months and with topical application of al-
lium cepa-allantoin-pentaglycan gel twice/day.

After 4 weeks of treatment, the disease was somewhat im-
proved. After 8 weeks of therapy, physical examination revealed a
moderate improvement of skin lesions and the patient reported a
reduction in itching (Fig. 4).

i

Figure 4 | After 2 months of therapy with intralesional injections of triamcinolo-
ne acetonide (40 mg/ml) every 15 days.

Discussion

Elastosis perforans serpiginosa is rare and affects both males and
females without racial or geographical preferences; it usually oc-
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curs in young adults, even if it can also be observed in childhood
or during old age.

In EPS, altered elastic fibers are recognized as non-self mate-
rial and then extruded through the epidermis (2).

Three clinical variants of EPS can be detected: idiopathic, with
a genetic base without any well-known cause; reactive, related
to systemic diseases such as Marfan syndrome, Ehlers—Danlos
syndrome, Down syndrome, pseudoxanthoma elasticum, and
other fibrous tissue diseases (1, 3); and drug-induced, caused by
D-penicillamine (4).

Although the pathophysiology of EPS is almost unknown, it
has been suggested that a local trigger (biochemical or mechani-
cal) in the dermis could result in the formation of epidermal and
follicular channels through which the irritating agent is extruded
(5). In most cases, the trigger remains unknown, except for the
D-penicillamine-induced forms, because it is a copper chelator
able to delay the enzymatic function and the correct deposition
of elastic fibers (4).

The molecular mechanism as the basis of the transepidermal
elimination of elastic fibers is poorly understood. Optical and
electron microscopic analyses showed that the altered elastic fib-
ers generally fill a tortuous channel through the epidermis, and
flattened keratinocytes immediately surrounding the perforating
channel desquamate directly into the central plug (6).

Fujimoto et al. postulated that the interaction between elas-
tic materials and keratinocytes plays an important part in this
extrusion mechanism. They hypothesized that abnormal elastic
fibers accumulated in the dermis can be potent inducers of move-
ment and terminal differentiation of keratinocytes via the 67 kDa
protein, an elastin receptor. The expression of the 67kDa elastic
binding protein has not been reported in normal epidermal ke-
ratinocytes, but it can be overexpressed in elastin-rich connective
tissues (6).

Several treatments have been described with poor long-term
success; they consist of calcipotriene ointment, topical tretinoin,
oral isotretinoin (7), glycolic or salicylic acid, topical tazarotene
(2), intralesional and topical corticosteroids (8), curettage (1), cry-
otherapy (9), narrow band ultraviolet B radiation, Er:YAG, CO2,
and dye lasers (10-12).

Differential diagnosis of EPS includes acne keloidalis nuchae,
porokeratosis of Mibelli, actinic granuloma, dermatophyte infec-
tions, and cutaneous larva migrans.

In our case, we observed papules and nodules of the neck
imitating acne keloidalis nuchae and so the patient was initially
treated with oral isotretinoin (13-15). After treatment failure, a his-
tological examination was performed to achieve the diagnosis.

Elastosis perforans serpiginosa still represents a clinical and
therapeutic challenge, and our experience confirms that intrale-
sional corticosteroids and topical application of allium cepa-allan-
toin-pentaglycan gel could be an effective therapeutic option (16).
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SKRAJSAN POVZETEK GLAVNIH ZNACILNOSTI ZDRAVILA Humira 40 mg raztopina za injiciranje v napolnjeni injekcijski brizgi. Sestava: Ena 0,8 ml napolnjena
injekcijska brizga z enim odmerkom vsebuje 40 mg adalimumaba. Adalimumab je rekombinantno humano monoklonsko protitelo. Terapeviske indikacije: Revmatoidni
artritis: v kombinaciji z metotreksatom: zdravljenje zmernega do hudega aktivnega revmatoidnega artritisa pri odraslih bolnikih, kadar odziv na imunomodulirajo¢a
zdravila, vkljuéno z metotreksatom, ni zadosten; zdravljenje hudega, aktivnega in progresivnega revmatoidnega artritisa pri odraslih, ki prej Se niso dobivali metotreksata.
Poliartikularni juvenilni idiopatski artritis (JIA): v kombinaciji z metotreksatom za zdravljenje aktivnega poliartikularnega JIA pri otrocih in mladostnikih od 2.leta starosti,
ki se ne odzovejo ustrezno na eno ali ve¢ imunomodulirajo¢ih antirevmatiénih zdravil. Ankilozirajo&i spondilitis: zdravljenje hudega aktivnega ankilozirajoéega spondilitisa
pri odraslih, ki se na konvencionalno terapijo ne odzovejo ustrezno. Aksialni spondiloartritis brez radiografskega dokaza za AS: zdravljenje odraslih s hudim aksialnim
spondiloartritisom brez radiografskega dokaza za AS, toda z objektivnimi znaki vnetja s povisanimi CRP in/ali MRI, ki so nezadostno reagirali na ali ne prenasajo
nesteroidnih protivnetnih zdravil. Psoriatiéni artritis: zdravljenje aktivnega in napredujoéega psoriati¢nega artritisa pri odraslih, ¢e odziv na predhodno zdravljenje z
imunomodulirajocimi antirevmatiki ni bil ustrezen. Psoriaza: zdravljenje zmerne do hude kroniéne psoriaze v plakih pri odraslih bolnikih, ki se ne odzovejo na druge
sistemske terapije ali imajo kontraindikacije zanje. Crohnova bolezen: zdravljenje zmerne do hude, aktivne Crohnove bolezni pri odraslih bolnikih, ki se ne odzovejo na
popoln in ustrezen ciklus zdravljenja s kortikosteroidom in/ali imunosupresivom, ali pa tak$no zdravljenje ni mogoce. Crohnova bolezen pri pediatriénih bolnikih:
zdravljenje hude aktivne Crohnove bolezni pri pediatricnih bolnikih (od 6.leta starosti), ki se ne odzovejo zadovoljivo na konvencionalno zdravljenje, vkljuéno s primarno
prehransko terapijo, kortikosteroidom in imunomodulatorjem, ali pri tistih, ki imajo intoleranco ali kontraindikacije za tako zdravljenje. Ulcerozni kolitis: zdravljenje zmerno
do mocno aktivnega ulceroznega kolitisa pri odraslih bolnikih, ki se ne odzovejo zadostno na obi¢ajno zdravijenje ali le-to ni mogoce. Odmerjanje in nacin uporabe:
Zdravljenje mora uvesti in nadzorovati zdravnik specialist. Revmatoidni artritis: odrasli bolnik: 40 mg adalimumaba vsak 2.teden v enkratnem odmerku v subkutani
injekciji. Ankilozirajo¢i spondilitis, aksialni spondiloartritis brez radiografskega dokaza za AS in psoriati¢ni artritis: 40 mg adalimumaba v enkratni subkutani injekciji vsak
2.teden. Psoriaza: odrasli bolniki: zacetni odmerek 80 mg subkutano, ki mu sledi 40 mg subkutano ¢ez en teden in nato 40 mg subkutano vsak 2.teden. Crohnova
bolezen: med indukcijo pri odraslih bolnikih z zmerno do hudo, aktivno Crohnovo boleznijo 80 mg 0. teden in nato 40 mg 2. teden. Ulcerozni kolitis: med indukcijo pri
odraslih bolnikih z zmerno do moc¢no aktivnim ulceroznim kolitisom 160 mg 0. teden in 80 mg 2. teden. Po indukcijskem zdravljenju 40 mg v subkutani injekciji vsak
2.teden. Otroci in mladostniki s poliartikularnim JIA: stari od 2.leta starosti: 24 mg/m2 telesne povrSine do najvecjega enkratnega odmerka 20 mg (za bolnike, stare 2
do < 4 leta) in do najvecjega enkratnega odmerka 40 mg (za bolnike, stare 4 - 12 let) adalimumaba, vsak 2.teden v subkutani injekciji; od 13.leta starosti: 40 mg
adalimumaba vsak 2.teden ne glede na telesno povrSino. Uporaba zdravila Humira pri otrocih, starih manj kot 2 leti, za to indikacijo ni primerna. Pediatri¢ni bolniki s
psoriazo ali ulceroznim kolitisom: Varnost in u¢inkovitost zdravila Humira pri otrocih, starih 4-17 let, ni bila potrjena. Uporaba pri otrocih, starih manj kot 4 leta, za to
indikacijo ni primerna. Pediatri¢ni bolniki s Crohnovo boleznijo: < 40 kg: 40 mg 0.teden, ki mu sledi 20 mg 2.teden; > 40 kg: 80 mg 0.teden, ki mu sledi 40 mg 2.teden.
Uporaba pri otrocih, starih manj kot 6 let, za to indikacijo ni primerna. Pediatri¢ni bolniki s psoriaticnim artritisom in aksialnim spondiloartritisom, vkljuéno z anksiloznim
spondilitisom: Uporaba pri teh bolnikih ni primerna. Nacin uporabe: uporablja se kot subkutana injekcija. Kontraindikacije: Preob¢utljivost za zdravilno u¢inkovino ali
katerokoli pomozno snov. Aktivna tuberkuloza ali druge hude okuzbe in oportunisti¢ne okuzbe. Zmerno do hudo sréno popuscanje. Posebna opozorila in previdnostni
ukrepi: OkuZbe: Bolniki so bolj dovzetni za resne okuzbe. Okvarjena plju¢na funkcija lahko zve¢a tveganje za razvoj okuzbe. Bolnike je zato treba pred, med in po
zdravljenju natancno kontrolirati glede okuzb, vklju¢no s tuberkulozo. Reaktivacija hepatitisa B: Reaktivacijo hepatitisa B so opaZali pri bolnikih, ki so dobivali antagonist
TNF in ki so bili kroni¢ni nosilci virusa. Nevrolo$ki zapleti: Antagonisti TNF so bili v redkih primerih povezani s pojavom ali poslab$anjem klini¢nih simptomov in/ali
rentgenoloskih znakov demielinizirajoce bolezni osrednjega Zivénega sistema, vkljuéno z multiplo sklerozo in opti¢nim nevritisom, in periferne demielinizirajoce bolezni,
vkljuéno z Guillain-Barré- jevim sindromom. Malignomi in limfoproliferativne bolezni: V kontroliranih delih klinicnih preizku3anj z antagonisti TNF je bilo opazenih ve¢
primerov malignomov, vkljuéno z limfomi. Hematolo$ke reakcije: Redko opisana pancitopenija, vklju¢no z aplasticno anemijo. Ceplienja: Uporaba Zivih cepiv pri dojenckih,
ki so bili izpostavljeni adalimumabu in utero, ni priporo¢ljiva e 5 mesecev po materini zadnji injekciji adalimumaba med nosec¢nostjo. Kongestivno sréno popuscéanije: Pri
bolnikih z blagim srénim popuS$canjem potrebna previdnost. Avtoimunska dogajanja: Zdravljenje lahko povzro¢i nastanek avtoimunskih protiteles. So¢asna uporaba
bioloSkih DMARDS ali antagonistov TNF: SoCasna uporaba z drugimi bioloSkimi DMARDS (t.j.anakinra in abacept) ali z drugimi antagonisti TNF ni priporocljiva.
Operacije: Bolnika, ki med zdravljenjem potrebuje operacijo, je treba natanéno nadzirati glede okuzb. StarejSi ljudje: Posebna pozornost glede tveganja okuzb.
Medsebojno delovanje z drugimi zdravili in druge oblike interakcij: V kombinaciji z metotreksatom, je bilo nastajanje protiteles v primerjavi z monoterapijo manjse.
Kombinacija zdravila Humira in anakinre ter zdravila Humira in abatacepta ni priporocljiva. Noseénost in dojenje: Zenske ne smejo dojiti vsaj pet mesecev po zadnjem
zdravljenju z zdravilom Humira. NeZeleni uéinki: Najpogostejsi neZeleni u¢inki so okuzbe (kot je nazofaringitis, okuzba zgornjih dihal in sinusitis), reakcije na mestu
injiciranja (eritem, srbenje, hemoragija, bolecina ali otekanje), glavobol in miSicno-skeletne boleCine. Drugi pogostejsi neZeleni ucinki: razliCne vrste okuzb; benigni
tumor, karcinom koZe; levkopenija, trombocitopenija, levkocitoza; preobcutljivost, alergije; zvisanje lipidov, hipokalemija, hiperurikemija, nenormalni nivo natrija v krvi,
hipokalcemija, hiperglikemija, hipofosfotemija, dehidracija; spremembe razpoloZenja, anksioznost, nespe¢nost; glavobol, parestezije, migrena, stisnenje Zivénih korenin;
motnje vidnega zaznavanja, konjunktivitis, vnetje veke, otekanje oci; vertigo; tahikardija; hipertenzija, zardevanje, hematom; kaselj, astma, dispneja; bolecine v trebuhu,
navzeja in bruhanje, gastroinestinalna krvavitev, dispepsija, bolezen gastroezofagealnega refluksa, Sjégrenov sindrom; zvi$ani jetrni encimi; izpu$caj, poslabsanje ali
reakcija na mestu injiciranja, bolecina v prsih, edemi, poviSana telesna temperatura; koagulacija in motnje krvavenja, prisotnost avtoprotiteles, zviSanje laktat
dehidrogenaze v krvi; slab$e celienje. Nacin in rezim izdajanja: Predpisovanje in izdaja zdravila je le na recept. Imetnik dovoljenja za promet: AbbVie Ltd, Maidenhead,
SL6 4XE Velika Britanija. Datum revizije besedila: 19. 9. 2013
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Hitro ucinkovanje?
Kratkotrajno zdravljenje?

Odli¢ni terapevtski
rezultati®

Dobra prenosljivost?
Od 4. meseca starosti dalje?
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POVZETEK GLAVNIH ZNACILNOSTI ZDRAVILA

Pred predpi: ljem, prosimo, preberite celoten Povzetek glavnih znacilnosti zdravila, ki ga dobite pri nasih strokovnih sodelavcih ali na sedezu druzbe.

Ime zdrawla Advantan 1 mg/g krema, Advantan 1 mg/g mazilo. Kakovostna in kolicinska sestava 1 g kveme vsebUJe i mg menlprednlzolonaceponata (MPA). Pomozne snovi: cetil in stearilalkohol (2,5 g/100 g), butilhidroksitoluen E321 (0,006 g/100 g). 1 g mazila vsebuje 1 mg metilprednizolonaceponata
(MPA). Farmacevtska oblika krema, bela krema, mazilo, belo do rahlo rumeno mazilo. Terap dik Atopicni d Jogeni ekcem, Jermitis), kontaktni ekcem, degenerativni, dishidroticni, vulgarni ekcem, ekcem pri otrocih. Odmerjanje in nacin uporabe Na splosno je potrebno
zdravilo Advantan glede na prizadete predele nanesti v tanki plasti enkrat na dan in rahlo vtreti. Na splosno naj odrasli zdravila ne uporabljajo dlje kot 12 tednov, otroci pa ne dlje kot 4 tedne. Kontraindikacije Tuberkuloza ali sifiliticni procesi na podrocju, ki ga je treba zdraviti; virusne bolezni (npr. norice, herpes
z0ster), rozacea, perioralni dermatitis, postvakcinacijske kozne reakcije v predelu potrebnem zdravljenja. Preobéutljivost za zdravilno ucinkovino ali katerokoli pomozno snov. Posebna opozorila in previdnostni ukrepi Dodatno specifiéno zdravljenje je potrebno pri bakterijskih in/ali gliviénih okuzbah. Ce
zdravilo Advantan krema po daljsi uporabi kozo prevecizsusi, je treba preiti na eno od oblik, ki vsebujejo ve¢ mascob (Advantan matzilo). Pri nanasanju na koo obraza je treba paziti, da zdravilo Advantan ne pride v oci. Doslej niso opazili, da bi zdravilo Advantan prizadelo adrenokortikalno funkcijo - ne pri odraslih ne
pri otrocih, niti pri uporabi na velikih povrsinah (40 — 60 % telesne povrsine) niti pod okluzijo. Kljub temu pa je treba zdravilo Advantan pri zdravljenju velikih povrsin uporabljati ¢im krajsi cas. Uporaba kortikoidov za lokalno uporabo na velikih povrsinah telesa ali pri dolgotrajni uporabi Se posebej pod okluzijo, po-
membno poveca tveganje za nezelene ucinke. Kot je znano pri sistemskih kortikoidih se lahko tudi pri lokalno uporabljenih kortikoidih (npr. pri velikih odmerkih ali pri dolgotrajni uporabi, pri uporabi pod okluzijo ali na koZi okoli oi) razvije glaukom. Zdravilo Advantan 1 mg/g krema vsebuje cetil in stearilalkohol ter
butilhidroksitoluen (E321), zato lahko povzroci lokalne kozne reakcije (npr. kontaktni dermatitis) ali drazenje oci in mukoznih membran. Nosecnost in dojenje Na splosno se je treba v prvem trimeseju nosecnosti izogibati lokalnim pripravkom, ki vsebujejo kortikoide. Pri terapevtskih indikacijah za zdravljenje z
zdravilom Advantan je treba skrbno pretehtati koristiin tveganja med nosecnostjo in dojenjem. Se posebej se je treba izogibati zdravljenju velikih predelov ali dolgotrajni uporabi. Dojece matere naj zdravila ne aplicirajo na dojke. Nezeleni ucinki V posameznih primerih se pri zdravljenju z zdravilom Advantan lahko
pojavijo nezeleni ucinki, kot so srbenje, pekoc obcutek, eritem ali vezikulacija. Naslednji nezeleni uinki se lahko pojavijo, e se pripravki za lokalno uporabo, ki vsebujejo kortikoide uporabljajo na velikih povrsinah telesa (okoli 10 % in vec) ali pri dolgotrajni uporabi (vec kot 4 tedne): lokalni simptomi kot atrofija koze,
teleangiektazije, strije, aknam podobne spremembe koze in sistemski ucinki kortikoidov zaradi absorpcije. Med klinicnimi preskusanji se navedeni nezeleni ucinki niso pojavljali pri uporabi zdravila Advantan do 12 tednov (odrasli) in 4 tednov (otroci). Kot pri drugih kortikoidih za lokalno uporabo se v redkih primerih
pojavijo Se naslednji nezeleni ucinki: folikulitis, hipertrihoza, perioralni dermatitis, razbarvanje koze, alergijske reakcije na kozi na katerokoli sestavino zdravila. Imetnik dovoljenja za promet Intendis GmbH Berlin, Max-Dohm-Strasse 10, 10589 Berlin, Nemcija Datum zadnje revizije besedila 14.4.2011.
Ime zdravila Advantan 1 mg/g dermalna emulzija. Kakovostna in kolicinska sestava 1 g dermalne emulzije vsebuje 1 mg metilprednizolonaceponata. Pomozne snovi: srednjeverizni nasiceni trigliceridi, kaprilo-kaprino-stearinski trigliceridi, polioksietilen-(2) i I, polioksietilen-(21) ilalkohol,
benzilalkohol, natrijev edetat, 85 odstotni glicerol, preciScena voda. Farmacevtska oblika Dermalna emulzija, oljna in vodna emulzija, bela motna. Terapevtske indikacije Blag do zmeren akutni eksogeni ekcem (alergijski kontaktni dermatitis, iritantni kontaktni dermatitis, numularni (mikrobni) ekcem,
dishidroza, navadni ekcem) in endogeni ekcem (atopijski dermatitis, nevrodermitis), hujse oblike seboroi¢nega dermatitisa. Odmerjanje in nacin uporabe Zdravilo Advantan 1 mg/g dermalna emulzija je potrebno na prizadete predele nanesti v tanki plasti enkrat na dan in rahlo vtreti. Pri odraslih zdravila
naj ne bi uporabljali dlje kot 2 tedna. V! primeru hujsih oblik seboroi¢nega dermatitisa se prizadetih delov obraza ne sme zdraviti dije kot en teden. Pri otrocih mora zdravljenje trajati cim krajsi ¢as.Ce se koza med uporabo zdravila Advantan 1 mg/g dermalna emulzija pretirano izsusi, je glede na bolnikov tip koze
priporodijivo uporabiti dodatno nevtralno zdravljenje (emulzijo V//0 ali enofazno mascobno mazilo). Kontraindikacije preobcutljivost za zdravilno ucinkovino ali katerokoli od pomoznih snovi, tuberkulozne ali sifiliticne spremembe, virusne okuzbe (npr. herpes ali norice), rozacea, perioralni dermatitis, razjede,
navadne akne, atroficne bolezni koze, povakcinacijske kozne reakcije na predelu, ki ga je potrebno zdraviti. Zdravila Advantan 1 mg/g dermalna emulzija se ne sme nanasati na oci in odprte rane. V prvem trimesecju nosecnosti se zdravilo Advantan 1 mg/g dermalna emulzija ne sme aplicirati na ve¢ kot 20 % kozne
povrsine. Zaradi pomanjkanja izkusenj je uporaba kontraindicirana pri otrocih do 4. meseca starosti. Pri starejsih otrocih, npr. dojenckih po 4. mesecu in malih otrocih do 3 let, je treba skrbno oceniti razmerje med koristjo in tveganjem. Bakterijske in glivicne kozne bolezni. Posebna opozorila in previdnostni
ukrepi Glukokortikoidi naj se uporabljajo v cim manjsem odmerku, e posebej pri otrocih, in le toliko casa kot je nujno potrebno za dosego in vzdrzevanje Zelenega terapevtskega ucinka. V primeru bakterijskih koznih bolezni in/ali glivicnih okuzb je potrebno dodatno specifi¢no zdravljenje. Lokalna uporaba
glukokortikoidov lahko poslabsa lokalne okuzbe na kozi. Med uporabo zdravila Advantan 1 mg/g dermalna emulzija je treba paziti, da ne pride v stik z ocmi, odprtimi ranami in sluznicami. Zdravila Advantan 1 mg/g dermalna emulzija se ne sme uporabljati za zdravljenje velikih povrSin koze (vec kot 40 % kozne
povrsine). Zdravilo Advantan 1 mg/g dermalna emulzija se ne sme uporabljati na intertriginoznih predelih. Pri zdravljenj obseznlh predelov (40— 60 % kozne povrsine) z zdravilom Advantan 1 mg/g dermalna emulzija doslej niso opazili motenj adrenokortikalnega delovanja niti pri odraslih niti pri otrocih in tudi
ne pod nepropustnim povojem. Kljub temu se zdravilo Advantan 1 mg/q dermalna emulzija ne sme uporabljati pod i ivnimi) povoji. Previdnost je potrebna pri uporabi plenic, ker lahko delujejo okluzivno. Uporaba kortikosteroidov za lokalno uporabo na velikih povrsinah telesa ali dolgotrajna
uporaba, posebno pod nepropustnim povojem, pomembno poveca tveganje za pojav nezelenih ucinkov. Pri zdravl]en]u vehkm povrsin koze, Se zlasti med nosecnostjo in dojenjem, mora zdravljenje trajati cim krajsi as, ker ni mogoce povsem izkljuciti absorpcije in sistemskega ucinka. Kot velja za vse glukokorti-
koide, lahko nestrokovna uporaba prikrije klinicne simptome. Zdravilo lahko vsebuje stearilalkohol, ki lahko povzroci lokalne kozne reakcije (npr. kontaktni dermatitis). Nosecnost in dojenje: O uporabi zdravila Advantan 1 mg/g dermalna emulzija pri nosecnicah ni dovolj podatkov. Pred uporabo zdravila Advantan
1 mg/g dermalna emulzija med nosecnostjo ali dojenjem skrbno pretehtati koristi in tveganje. Na splosno se je treba v prvem trimesecju nosecnosti izogibati lokalnim pripravkom, ki vsebujejo kortikoide. Med nosecnostjo in dojenjem se je zlasti treba izogibati zdravljenju velikih povrsin koze, dolgotrajni uporabi
in nepropustnim povojem. Dojece matere naj zdravila ne aplicirajo na dojke. Medsebojno delovanje z drugimi zdravili in druge oblike interakcij Zaradi absorpcije lahko zdravljenje na velikih povrSinah koze ali dolgotrajno zdravljenje povzroci podobne interakdije, kot se pojavijo pri sistemskem zdravljenju.
Doslej ni znanih medsebojnih delovanj z drugimi zdravili. Nezeleni ucinki Obcasno lahko zdravilo Advantan 1 mg/q dermalna emulzija povzroci blago drazenje koze, npr. blag in prehoden pekoc obcutek. Redkeje se pojavijo srbenje, eritem, suha koza, luscenje in folikulitis. Preobcutljivostne reakcije na sestavine.
Ceprav tega v Kliniénih preskusanjih doslej niso ugotavljali, lahko lokalna uporaba steroidov zlasti med dolgotrajno uporabo povzrodi atrofijo koze, teleangiektazije, strije in/ali akne. Kot velja za vse glukokortikoide se lahko, eprav redko, pojavijo folikulitis, hipertrihoza, perioralni dermatitis, alergijski kontaktni
dermatitis, depigmentacije (razbarvanje koze) in sistemsko delovanje. Imetnik dovoljenja za promet Intendis GmbH Berlin, Max-Dohm-Strasse 10, 10589 Berlin, Nemcija Datum zadnje revizije besedila 13.3.2009

Reference: 1 Zaumseil R-P, Fuhrmann H, Kecskés A, et al. Methylprednisolone aceponate (Advantan®) — an effective topical corticoid therapy with few side effects; Jahrbuch der Dermatologie 1992; 93: 247-263. 2 Bieber T, et al. Efficacy and safety of methylprednisolone aceponate ointment 0.1% compared to
tacrolimus 0.03 % in children and adolescents with an acute flare of severe atopic dermatitis. Allergy 2007; 62: 184-9. 3 Povzetek glavnih znacilnosti zdravila Advantan dermalna emulzija.

Samo za strokovno javnost. L.51.11.2012.0201
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