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Abstract

Introduction: Serological tests’ limitations in syphilis diagnosis as well as numerous test interpretations mean that patients with
discordant serology results can present diagnostic and treatment challenges for clinicians. We analyzed three common diagnostic
algorithms for detecting suspected syphilis in high-prevalence populations in Slovenia.

Methods: The prospective study included a total of 437 clinical serum samples from adults throughout Slovenia tested with Rapid
Plasma Reagin (RPR), Treponema pallidum hemagglutination (TPHA), and an automated chemiluminescence immunoassay (CIA)
according to the manufacturer’s instructions. In addition to percent agreement, kappa coefficients were calculated as a secondary
measure of agreement between the three algorithms.

Results: Overall, of 183 subjects that had seroreactive results, 180 were seroreactive in both the reverse sequence and the Euro-
pean Centre for Disease Prevention and Control (ECDC) algorithm. The traditional algorithm had a missed serodiagnosis rate of
30.0%, the overall percent agreement between the traditional and the reverse algorithm (or the ECDC algorithm) was 87.6%, and
the kappa value was 0.733. However, the reverse and ECDC algorithm failed to detect three subjects with positive serodiagnosis
determined by additional confirmative treponemal assays.

Conclusions: Our results supported the ECDC algorithm in the serodiagnosis of syphilis in high-prevalence populations and the

use of nontreponemal serology to monitor the response to treatment.
Keywords: syphilis, treponema, sexually transmitted infections, serodiagnosis
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Introduction

The presence of clinical signs or medical history with direct de-
tection of the bacterium Treponema pallidum subsp. pallidum in
clinical specimens and/or reactive treponemal and non-trepone-
mal tests is required to diagnose syphilis (1, 2). Currently, there are
three common approaches to the serological diagnosis of syphilis.
First, the US Centers for Disease Control and Prevention (CDC) rec-
ommends a traditional screening algorithm starting with a non-
treponemal assay (e.g., the Rapid Plasma Reagin [RPR] or Vene-
real Disease Research Laboratory [VDRL] test) to identify persons
with possible untreated infection; this screening is followed by a
confirmative treponemal assay (e.g., Treponema pallidum hemag-
glutination [TPHA], Treponema pallidum particle agglutination
[TPPA], or the fluorescent treponemal antibody-absorption [FTA-
ABS] test). Second, an updated reverse sequence algorithm based
on the availability of automatable treponemal immunoassay sug-
gests that samples may be screened using a treponemal assay
(e.g., enzyme immunoassay [EIA] or chemiluminescence immu-
noassay [CIA]), and, if reactive, either a quantitative non-trepone-
mal or a second, different treponemal assay is used to assess dis-
ease and treatment status and confirm suspected infection. Third,
there is the European Centre for Disease Prevention and Control
(ECDC) algorithm, which starts with a primary treponemal screen-
ing test followed by a second, different confirmative treponemal
assay (1, 3—-5). However, due to serological tests’ limitations and
the lack of a reliable gold standard for syphilis diagnosis as well
as numerous test interpretations, patients with discordant serol-
ogy results can present diagnostic and treatment challenges for
clinicians (6, 7). Regardless of the algorithm used, the choice of

treponemal-specific assays with incomparable performance prop-
erties may introduce the possibility of having uncertainty in the
serodiagnosis of syphilis.

The goal of this study was to compare two commercially avail-
able total antibody treponemal assays: a conventional TPHA test
with an automated CIA run on the random access Siemens Im-
mulite® 2000 analyzer. The study was designed to analyze three
different algorithms with the implementation of both treponemal
tests for detecting suspected syphilis in high-prevalence popula-
tions in Slovenia.

Materials and methods

The prospective study included a total of 437 clinical serum sam-
ples from adults with suspected syphilis from hospitals and clin-
ics throughout Slovenia submitted for the first time to routine
screening for syphilis to our laboratory from September 2013 to
December 2014. The syphilis serologic testing for each sample was
performed using a RPR test with antigens containing cardiolipin,
lecithin, and cholesterol (bioMérieux, Netherlands), a TPHA test
with antigens of the Nichols strain of T. pallidum (Randox, UK),
and an automated CIA with the recombinant antigen Tp17 (Im-
mulite® 2000 Syphilis Screen Test, Siemens, UK) according to the
manufacturer’s instructions. Samples with discrepant results be-
tween RPR, TPHA, and CIA were further tested with other trepone-
mal assays, the IgG-FTA-ABS test (bioMérieux, France), the 19 S
IgM-FTA-ABS test (bioMérieux, France) or IgM-EIA test (Captia™
NMT Syphilis IgM, Trinity Biotech, Ireland), and the IgG-Line Im-
muno Assay (LIA, INNO-LIA Syphilis Score, Fujirebio, Belgium).
The remaining 200 samples of a total of 637 samples tested were

!Institute of Microbiology and Immunology, Faculty of Medicine, University of Ljubljana, Ljubljana, Slovenia. 2Department of Dermatovenereology, Uni-
versity Medical Centre Ljubljana, Slovenia. = Corresponding author: sasa.simcic@mf.uni-lj.si
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randomly selected from our serum collections of non-sexually
transmitted disease (STD) clinic patients stored as a part of non-
STD routine diagnostics and tested with TPHA and CIA to chal-
lenge the specificity of the CIA in comparison with the TPHA assay.

Statistical analyses were performed using IBM® SPSS® soft-
ware, version 21.0 for Windows. In addition to percent agreement,
kappa coefficients were calculated as a secondary measure of
agreement. The agreement of the results by kappa values is cat-
egorized as very good (0.81 to 1.00), good (0.61 to 0.80), moderate
(0.41 to 0.60), fair (0.21 to 0.40), or poor (< 0.20) (8).

Results

Following the testing of the 437 serum samples, the results of the
CIA were compared to those of the TPHA test. Overall, 180 sub-
jects had TPHA-positive / CIA-positive results, and 247 subjects
had TPHA-negative / CIA-negative results; seven subjects were
TPHA-negative / CIA-positive, and three subjects were TPHA-posi-
tive / CIA-negative. The overall percent agreement and kappa val-
ue were 97.7%, K = 0.953 (95% confidence interval [CI] = 0.924 to
0.982, p < 0.001). These data indicated that there was a very good
strength of agreement between the TPHA test and the CIA. Using
the TPHA test as the standard test, the CIA had 100% sensitiv-
ity and 98.8% specificity. In addition, we analyzed the 200 serum
samples of the non-STD clinic-adult patients, and the agreement
of the CIA compared to the TPHA test was 100%. All 200 serum
samples were TPHA-negative / CIA-negative.

Ten samples from subjects with suspected syphilis and the
discordant TPHA and CIA results were further tested to assess the
possibility of false test results (Table 1). Three sera found to be
positive by the TPHA test were found to be negative by all other
tests, suggesting three TPHA false positives (Table 1, patients 1-3).
Similarly, three sera found to be positive by the CIA were nega-
tive by all other tests, suggesting three CIA false positives (Table
1, patients 8-10). The remaining four samples were positive by
the CIA and negative by the TPHA test. All four samples were also
positive by the IgG-FTA-ABS test, three of them were positive by the
IgG-Inno-LIA test, and one sample was indeterminate. A review of
each patient’s medical record was performed to determine the rea-
son for testing and the final clinical interpretation of results. Three
patients (Table 1, patients 4, 5, and 7) were reactive by the CIA, the
IgG-FTA-ABS, and the IgG-Inno-LIA, but nonreactive by the RPR
and the TPHA. Because these patients were both highly likely to
have major epidemiologic risk factors for syphilis and were not
previously treated for syphilis, all three were diagnosed with pos-
sible latent syphilis and were treated appropriately. One patient
(Table 1, patient 6) was reactive by the CIA and had low titre sera
determined by the IgG-FTA-ABS, but had an indeterminate IgG-
INNO-LIA and nonreactive RPR and TPHA test. The patient was

first syphilis-screened as a blood donor and was managed then by
a dermatologist. Because the patient had no contact with syphilis
as well as no clinical history of any STD, this finding was inter-
preted as a probably falsely positive serodiagnosis, and the patient
was not treated for syphilis. If the TPHA test had been selected as
the screening test for the reverse algorithm or the ECDC algorithm,
then four samples positive by other treponemal assays would have
been missed, possibly resulting in a false serological result.

In this study, we also found four RPR-positive / TPHA-negative
/ CIA-negative cases that were confirmed to be biological false-
positive reactions. All four had false-positive RPR titers less than
8. A review of each patient’s medical record revealed that two
patients had hepatitis B virus infection, one patient had herpes
zoster, and one had a false-positive reaction of unknown cause.

In addition, we further analyzed the agreement between the
three syphilis testing algorithms. Of 437 subjects that were tested
for syphilis, 180 had reactive results in both the reverse sequence
and the ECDC algorithm. Our results indicated that with the tra-
ditional algorithm 126 of the 180 subjects would be diagnosed
with syphilis; however, 54 subjects that were RPR-negative /
TPHA-positive / CIA-positive would not be diagnosed (Fig. 1). The
missed serodiagnosis rate was 30.0%. The overall percent agree-
ment between the traditional and reverse algorithm (or the ECDC
algorithm) and kappa value were 87.6%, k = 0.733 (95% CI = 0.669
t0 0.797, p < 0.001). The direct comparison of the reverse and ECDC
algorithm gave an overall percent agreement and kappa value of
100% and k = 1.000 (95% CI = 1.000 to 1.000, p < 0.001). These
data indicated that there was a very good strength of agreement
between the reverse and ECDC algorithm. However, both, the
reverse and ECDC algorithm failed to detect three subjects with
positive serodiagnosis determined by additional confirmative
treponemal assays. These three cases were screened reactive by
the CIA but were not confirmed by the TPHA test. The selection
of a second, analytically less-sensitive treponemal test may intro-
duce the possibility of having a false serological result.

Discussion

The laboratory diagnosis of syphilis still relies on nontreponemal
and treponemal serologic tests. Decisions on which treponemal test
a laboratory should use depend on many factors, including cost,
ease of use, suitability for automation, and performance character-
istics. A significant advantage of immunoassays is that they can be
automated, significantly reducing labor costs and increasing sam-
ple throughput compared to other syphilis tests. There are a num-
ber of automated treponemal antibody assays evaluated elsewhere,
mostly with relatively high sensitivity and specificity (9—12). One of
these, the chemiluminescence immunoassay run on the Siemens
Immulite® 2000 analyzer, was evaluated in this study. Although

Table 1 | Serologic results for ten serum samples with discrepant results in the TPHA and the Immulite 2000 CIA. Abbreviations: RPR = rapid plasma reagin,
TPHA = Treponema pallidum hemagglutination, CIA = chemiluminescence immunoassay, FTA-ABS = fluorescent treponemal antibody-absorption, EIA = enzyme

immunoassay, LIA = line immunoassay; ID = indeterminate.

Sample TPHA Immulite 2000 CIA RPR 1gG-FTA-ABS 1gM-FTA-ABS Captia IgM-EIA 1gG-Inno-LIA

1 1:160 Neg Neg Neg Neg / Neg (Tp47/Tp17/Tp15/TmpA 0)

2 1:160 Neg Neg Neg Neg / Neg (Tp47/Tp17/Tp15/TmpA 0)

3 1:320 Neg Neg Neg Neg / Neg (Tp47/Tp17/Tp15/TmpA 0)

4 Neg Pos Neg 1:20 Neg / Pos (Tp47/Tp17 1+, Tp15/TmpA 0)

5 Neg Pos Neg 1:10 Neg Neg Pos (Tp47/Tp17 1+, Tp15/TmpA 0)

6 Neg Pos Neg 1:20 Neg Neg ID (Tp47/Tp15/TmpA 0, Tp17 2+)

7 Neg Pos Neg 1:20 Neg Neg Pos (Tp17/TmpA 2+, Tp15 0.5+, Tp47 0)
8 Neg Pos Neg Neg Neg Neg Neg (Tp47/Tp15/TmpA neg/Tp17 0.5+)
9 Neg Pos Neg Neg Neg Neg Neg (Tp47/Tp15/TmpA neg/Tp17 0.5+)
10 Neg Pos Neg Neg Neg / Neg (Tp47/Tp17/Tp15/TmpA neg)
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our findings showed a very good strength of agreement between
the two treponemal assays (i.e., 97.7%; CIA sensitivity and specific-
ity in high-prevalence populations compared to the reference TPHA
test were 100% and 98.8%, respectively), there were samples with
discordant results that became a focus for further investigation.
Based on the results of other treponemal tests (i.e., IgG-FTA-ABS
and IgG-LIA) as well as those of the RPR and the treponemal IgM
assays to determine the likelihood of past or recent infection, three
samples were interpreted as probable false-positive TPHA results
and three samples as probable false-positive CIA results, giving
each assay a false-reactive rate similar to that which was previously
reported elsewhere (less than 1%) (13-15); that is, 3/437 (0.68 %).
Although associations of false-positive results of hemagglutina-
tion tests with specific conditions were established, the cause in
the three subjects was unknown. In contrast, all three subjects with
probable false-positive CIA results were intravenous drug users. De-
spite our finding, more studies are needed to understand the real
cause of false-positive EIAs/CIAs.

Four TPHA-negative samples were positive in the CIA. After anal-
ysis with other treponemal and nontreponemal tests, and when
evaluated together with patients’ history of STD, three samples were
interpreted as probable false-negative TPHA results, implying that
the CIA may have been more sensitive in detecting latent syphilis
than the TPHA. However, one sample was interpreted as probable
falsely positive serodiagnosis, even though the CIA as well as the
low titre IgG-FTA-ABS test were positive. The patient was advised to
be followed up due to a possible seroconversion of the TPHA and
RPR. The high specificity of the treponemal screening test is crucial
to avoid false positive samples, resulting in lower positive predic-
tive values especially in low-prevalence populations, such as blood
donors and pregnant women (16, 17). In this study, among 200 sam-
ples of non-STD clinic-patients, all samples were TPHA-negative /
CIA-negative, suggesting an excellent agreement and specificity of
both treponemal assays.

Traditionally, sera submitted for syphilis testing have been
screened using a nontreponemal test, such as RPR. This algorithm

has demonstrated reliable performance in correlating results with
disease status (5, 7, 18, and 19). Screening for syphilis using a
treponemal assay detects a higher number of patients with reactive
results compared to traditional screening. Our data indicated that
the missed serodiagnosis rate of the traditional screening would
be 30.0%. Due to the main limitation of our study of not having
clinical information on the patient’s symptoms/signs or stage of
the disease, we were unable to evaluate the diagnostic accuracy of
the algorithms compared with clinical diagnosis. Tong et al. dem-
onstrated the missed diagnosis rate of the traditional screening as
24.2% among 2,749 patients diagnosed with syphilis by clinicians
(7). These findings supported past work suggesting that reverse
screening may detect a higher rate of screen-reactive patients with
past untreated and inappropriate treated syphilis or early syphilis
(5, 6). Our data demonstrated that the reverse algorithm, in which
serum samples were first tested by the automated CIA, facilitated
the detection of patients highly likely to have destructive latent
disease stages, while offering the specific and objective screening
approach.

The screening strategy for syphilis recommended by the ECDC
involves a primary treponemal screening test followed by a second
confirmatory treponemal test (1). The results obtained from a large
cohort (7) as well as our data support the application of the ECDC
algorithm for syphilis screening of a high-prevalence populations.
The direct comparison of the reverse and ECDC algorithm in our
study gave an overall percent agreement and kappa value of 100%
and x = 1.000, suggesting that a nontreponemal assay is unnec-
essary for serodiagnosis of syphilis. Once syphilis has been diag-
nosed, a nontreponemal test is performed to assess disease activity
and treatment status. In the cases in which the first treponemal test
is positive and the confirmatory treponemal test is negative, then it
isinconclusive whether the first screening test is a false positive or is
more sensitive. Consequently, it would be advisable for a laboratory
to select two treponemal assays with comparable performance to
avoid having discrepant results (20). In order to potentially resolve
these discrepancies, the results of other treponemal confirmatory
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Figure 1 | Various testing algorithms for syphilis serodiagnosis. Abbreviations: RPR = rapid plasma reagin, TPHA = Treponema pallidum hemagglutination, CIA
= chemiluminescence immunoassay, ECDC = European Centre for Disease Prevention and Control.
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tests should be reviewed. In this study, three of a total of 183 syphi-
lis seropositive samples were CIA-positive / TPHA-negative, giving
both the reverse and ECDC algorithm a missed serodiagnosis rate
of 1.64% that went undetected unless it was further investigated by
other treponemal assays.

Our results demonstrate comparable performance among the
two treponemal assays evaluated. However, our data suggest that
each method has limitations, including the potential for false-
positive and false-negative results. In addition, we support the
ECDC algorithm in the serodiagnosis of syphilis in high-prevalence
populations. Clinicians must still collect other relevant information
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Genome announcement: complete genome sequence of a novel

Mupapillomavirus, HPV204
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Abstract

Human papillomaviruses (HPVs) are small, non-enveloped viruses with a circular double-stranded DNA genome, etiologically as-
sociated with various benign and malignant neoplasms of the skin and mucosa. As of May 30, 2015, 201 different HPV types had
been completely sequenced and officially recognized and divided into five PV-genera: Alpha-, Beta-, Gamma-, Mu-, and Nupapil-
lomavirus. The Mupapillomavirus genus currently consists of only two HPV types: HPV1and HPVé63, identified in 1980 and 1993, re-
spectively, both associated with sporadic cases of cutaneous warts. In this preliminary study, we announce the complete genome
sequence of a novel HPV type, now officially recognized as HPV204. Based on preliminary data, the genome of HPV204 comprises a
total of 7,227 bp and contains five early open reading frames (E1, E2, E4, E6, and E7) and two late ORFs (L1 and L2). No E5 ORF could
be identified. Preliminary HPV204 clusters to the Mu-PV genus, species Mu-3.
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Human papillomaviruses (HPVs) are a large family of small, ge-
netically diverse DNA viruses that can cause benign and malig-
nant proliferations of the skin and mucosal epithelia (1, 2). HPVs
are taxonomically classified into genera, species, and types based
on sequence similarities of the highly conserved L1 genomic re-
gion. A novel HPV type is recognized as such when its genome
has been fully cloned and deposited to the International HPV
Reference Center (www.hpvcenter.se) and its L1 nucleotide (nt)
sequence shows less than 90% identity to any other known HPV
type (1, 3). As of May 30, 2015, 201 different HPV types belonging
to 49 viral species had been completely sequenced and officially
recognized and divided into five papillomaviruses (PV)-genera:
Alphapapillomavirus (Alpha-PV), Betapapillomavirus (Beta-PV),
Gammapapillomavirus (Gamma-PV), Mupapillomavirus (Mu-PV),
and Nupapillomavirus (Nu-PV) (4). Several additional HPVs have
been completely sequenced, mainly using next-generation se-
quencing, but are not yet officially recognized (5). These are listed
in the PapillomaVirus Episteme (PaVE) database, together with
the sequences of animal PV genomes (5).

The Mu-PV genus currently consists of only two cutaneotrophic
HPV types: HPV1 (species Mu-1) and HPV63 (species Mu-2), which
are etiologically associated with sporadic cases of skin warts (6).
HPV1 was identified in 1980 in tissue specimens of deep plantar
warts (7) and fully sequenced 2 years later (8). HPV63 was identi-
fied and fully sequenced in 1993 from a tissue specimen of a kera-
totic lesion (9). In recent years, the number of Gamma-PVs has
been growing most rapidly, with 81 completely sequenced types
to date, followed by Alpha- and Beta-PV genera, which consist of
65 and 51 recognized types, respectively (4, 10). In contrast, only
a single putatively novel Mu-PV sequence has been identified in
recent years (11), although several modern molecular approaches
for virus detection, including metagenomic sequencing, were
used (4). We report here the preliminary genome sequence of a
novel Mu-PV type HPV204.

A partial 200-bp L1 gene nt sequence (ENA accession number:
FJ947082) similar to both Mu-PVs (HPV1 and HPV63) was origi-

nally identified in 2009 using FAP primers and single tube “hang-
ing droplet” PCR (11). A complete viral genome was amplified
in 2014 using inverse long-range PCR with primer pair FJ947082-
LR-F (5'-GGTATGGGCATTAAGAGGTTTA-3', nt 5,484-5,505) and
FJ947082-LR-R  (5'-AAGCGTTCTGTTTCAGGATTAA-3', nt 5,483—
5,462) and the Platinum Tag DNA Polymerase High Fidelity Kit (In-
vitrogen, Carlsbad, CA). The resulting amplicon of approximately
8 kbp was gel-purified, cloned into a plasmid vector using TOPO
XL PCR Cloning Kit (Invitrogen), and sequenced on both strands
at Microsynth AG (Balgach, Switzerland) using the primer-walk-
ing strategy. The nt sequence of the complete viral genome was
assembled using Vector NTI Advance 11 software package (Invit-
rogen). PV-specific open reading frames (ORFs) were determined
using the ORF Finder Tool (http://www.ncbi.nlm.nih.gov/gorf/
gorf.html). Preliminary phylogenetic relationships were inferred
by Bayesian analysis, based on the entire L1 gene nt sequence of
HPV204 and 61 officially recognized HPV types from the Alpha-,
Beta-, Gamma-, Mu-, and Nu-PV genera. Markov Chain Monte
Carlo simulations were performed on 107 generations, sampling
one state every 1,000 generations, with a burn-in of 10%. The evo-
lutionary substitution model was set as rtREV + T + L.

A reference clone, containing the complete genome of HPV204,
was deposited in the HPV Reference Center at the Karolinska In-
stitute in Sweden in October 2014, where its nucleotide sequence
was confirmed and the type officially designated in January 2015
(http://www.hpvcenter.se/html/refclones.html).

Based on preliminary data, the genome of HPV204 comprises
a total of 7,227 bp and contains five early ORFs (E1, E2, E4, E6,
and E7), coding proteins involved in viral replication, transcrip-
tion, and transformation, and two late ORFs (L1 and L2), coding
proteins of the capsid. No E5 ORF that is present in some PVs (12)
could be identified. The non-coding long control region (LCR)
that contains elements responsible for controlling transcription
and replication of the viral genome was identified between the
L1 and E6 ORFs. Preliminarily, with an L1 nt sequence identity
of 66.3% and 66.7% to HPV1 and HPV63, respectively, HPV204 is
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taxonomically classified as a novel Mu-PV type in a new species
Mu-3. As shown in Figure 1, our preliminary phylogenetic analy-
sis of HPV204 and 61 HPV L1 nt sequences revealed that HPV204
clusters with HPV1 and HPV63, suggesting that the novel virus is
most probably an indisputable member of the Mu-PV genus.

In conclusion, the identification of HPV204 expands the cur-
rent knowledge of the genetic diversity of the Mu-PV genus and
provides further information for the development of molecular

tools for identifying and isolating novel Mu-PVs. The detailed
genomic characterization of HPV204, its tissue tropism, and po-
tential clinical significance are currently under investigation and
will be reported soon.

Nucleotide sequence accession number. The complete ge-
nome sequence of HPV204 is available in the ENA, GenBank, and
DDBJ databases under the following accession number: KP769769.
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Diagnosis and treatment of bacterial prostatitis

Jerneja Vide€nik Zorman'™, Mojca Maticic¢’, Samo Jeverica?, Tomaz Smrkolj3

Abstract

Prostate inflammation is a common syndrome, especially in men under 50. It usually presents with voiding symptoms and pain in
the genitourinary area, and sometimes as sexual dysfunction. Based on clinical and laboratory characteristics, prostatitis is clas-
sified as acute bacterial prostatitis, chronic bacterial prostatitis, chronic inflammatory and non-inflammatory prostatitis or chronic
pelvic pain syndrome, and asymptomatic inflammatory prostatitis. Bacterial prostatitis is most often caused by infection with
uropathogens, mainly Gram-negative bacilli, but Gram-positive and atypical microorganisms have also been identified as causa-
tive organisms of chronic prostatitis. According to reports by several authors, Chlamydia trachomatis and Trichomonas vaginalis
are some of the most common pathogens, making chronic prostatitis a sexually transmitted disease. Diagnosis and treatment of
acute and chronic bacterial prostatitis in particular can be challenging.
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Introduction

Prostate inflammation is an important health issue in sexually
active men. It is characterized by high prevalence and frequent
recurrences and can have an impact on quality of life because of
voiding symptoms, pain, and sexual dysfunction (1). The preva-
lence of symptoms suggesting prostatitis is approximately 8.2%
(2). They account for 8% of visits to urologists and up to 1% of
visits to primary care physicians (2-5).

The prostate gland has several natural defense mechanisms
against infection: the production of antibacterial substances and
mechanical flushing of the prostatic part of the urethra by voiding
and ejaculation. Poor drainage of secretions from distal ducts or
urine reflux into prostate tissue can lead to inflammation, scar-
ing, or formation of stones. The majority of bacterial prostatitis
follows a urinary tract infection (6, 7). Risk factors for bacterial
prostatitis are stricture of the urethra, urinary tract instrumenta-
tion (i.e., transrectal biopsy of the prostate gland), or urethritis
due to sexually transmitted pathogens (8, 9).

Classification

Prostatitis is a broad diagnosis that encompasses four clinical
entities, from acute febrile illness requiring immediate antimi-
crobial treatment to an incidental finding in an asymptomatic
male noted during an evaluation for other urologic conditions.

Based on clinical and laboratory presentation, prostatitis is clas-
sified into the following categories as recommended by the United
States National Institutes of Health (Table 1) (10).

Acute bacterial prostatitis

A small minority of men, less than 1% of all prostatitis cases, have
acute bacterial prostatitis. This is an acute febrile illness, and
prompt antibiotic treatment is necessary. The patient presents
with symptoms of urinary tract infection (urgency and dysuria),
prostate inflammation (perineal, penile, or rectal pain), and sys-
temic infection (fever and malaise). The prostate gland is tender
and enlarged on rectal examination. A swollen enlarged prostate
may rarely cause obstruction of urine flow. Acute prostatitis can
lead to prostatic abscess or epididymitis. A prostatic abscess is
suspected when a patient fails to improve despite proper antibi-
otic treatment. It is estimated that in 5 to 10% of cases acute in-
flammation can result in chronic prostatitis (11).

Chronic bacterial prostatitis

Chronic bacterial prostatitis accounts for 5 to 10% of all prostati-
tis cases. Symptoms of prostate inflammation last for more than 3
months. Patients complain of urgency, dysuria, and perineal, pe-
nile, or even lower back pain. When urine cultures obtained over
the course of an illness repeatedly grow the same bacterial strain,

Table 1 | National Institutes of Health Consensus Classification of Prostatitis (10).

Type Description

I. Acute bacterial prostatitis

1. Chronic bacterial prostatitis .
sage or in semen

IIl. Chronic prostatitis/chronic pelvic pain syndrome
e [Inflammatory .
e Noninflammatory o

Acute inflammation of the prostate with PMNL and bacteria in urine
Chronic inflammation of the prostate with PMNL and bacteria in EPS/urine after prostate mas-

Symptoms of prostatitis and:
PMNL in EPS/urine after prostate massage or in semen
No PMNL in EPS/urine after prostate massage or in semen

IV. Asymptomatic prostatitis

PMNL and/or bacteria in EPS/urine after prostate massage or in semen or in the prostate tis-
sue in an asymptomatic male

Note. PMNL = polymorphonuclear leucocytes, EPS = expressed prostatic secretions

*Clinic for Infectious Diseases and Febrile Illnesses, University Clinical Centre Ljubljana, Ljubljana, Slovenia. 2Institute of Microbiology and Immunology,
Faculty of Medicine, University of Ljubljana, Ljubljana, Slovenia. 3Department of Urology, University Clinical Centre Ljubljana, Ljubljana, Slovenia. = Cor-

responding author: jerneja.videcnik@gmail.com
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chronical bacterial prostatitis can be suspected with high certain-
ty. However this finding is present in less than half of patients (12).
Between symptomatic episodes, the patient may be completely
symptom-free. In patients with recurrent urinary tract infection,
detailed examination must be performed to exclude any anatomi-
cal abnormalities predisposing to infection (i.e., stones or foreign
bodies within the urinary tract, bladder cancer, enterovesical fis-
tula, etc.).

Chronic prostatitis or chronic pelvic pain syndrome

Chronic prostatitis or chronic pelvic pain syndrome (inflammato-
ry and noninflammatory) represents the vast majority (80 to 90%)
of all prostatitis cases. Patients experience pelvic or perineal pain
and possible voiding symptoms. Based on the presence of white
blood cells present in expressed prostate secretions, semen, or
urine after prostate massage, chronic prostatitis is subdivided
into two categories: inflammatory and noninflammatory.

Asymptomatic prostatitis

Asymptomatic prostatitis accounts for approximately 10% of all
prostatitis cases. It is diagnosed when inflammatory cells are
identified on prostate biopsy or noted in semen during urologi-
cal evaluation for other reasons in a male with no symptoms of
prostate inflammation.

Causative organisms in prostatitis

The most common pathogens of acute and chronic bacterial
prostatitis are Enterobacteriae (Escherichia coli, Klebsiella spp.,
Proteus spp., Pseudomonas spp.). Other microorganisms, such
as Enterococcus spp. and Staphylococcus spp., are found less fre-
quently.

Apart from aerobic bacteria, chronic bacterial prostatitis can be
due to anaerobes, with Peptostreptococcus spp. and Bacteroides
spp. being most often isolated. Because anaerobes are not cultured
as part of the routine procedure, their role in bacterial prostatitis
may be underestimated (13, 14). Samples of urine, expressed pro-
static secretions, or semen need to be transported and cultivated
under special conditions when anaerobes are suspected.

A significant number of chronic bacterial prostatitis cases are
caused by sexually transmitted microorganisms. A study per-
formed by Skerk et al. that included 1,442 males with chronic
prostatitis revealed that Chlamydia trachomatis, Trichomonas
vaginalis, and Ureaplasma urealyticum were the causative patho-
gens in half of the patients (15).

The prevalence of urogenital infections with C. trachomatis is
very similar in both men and women (16). C. trachomatis is trans-
mitted almost exclusively by sexual intercourse, and thus sexually
active men under age 35 are usually affected. In men, chlamydial
infection can cause urethritis, epididymitis, and chronic prosta-
titis, and it may also play a role in male infertility (17—20). It has

Symptoms of prostatitis

|

Exclude sexually transmitted disease

Acute prostatitis

Chronic prostatitis

CRP, CBC, :
: Urine and semen
urine, =
; examination / two-glass
urineculture, or four-glass test
blood culture &
1 Bacterial prostatitis Chronic prostatitis / CPPS
Empirical
antibiotic
treatment
Atypical pathogens
1 possible?
v ‘
No causative Causative Al el
microorganism microorganism(s) C— PCR tosts
isolated isolated
Treat with Targeted antibiotic No causative

empirical antibiotic treatment

microorganism isolated

Empiric antibiotic treatment \
Other pharmacological agents

Figure 1 | Diagnosis algorithm for suspected prostatitis. CRP: C-reactive protein, CBC: complete blood count, CPPS: chronic pelvic pain syndome
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Management of bacterial prostatitis

been shown in mouse models that C. trachomatis may persist in
the prostate, establishing an immune-privileged niche, avoiding
the host immune system. A chronically infected gland can serve
as a reservoir of continuous transmission of infection (21).
Prostatitis caused by Trichomonas vaginalis is more often found
in young sexually active men with frequent episodes of urethritis
(15, 21). Identifying the causative organism is very difficult, with
molecular assays being most useful. Neisseria gonorrhoeae is also
considered a causative microorganism of prostatitis (15).

Diagnostic tests in suspected prostatitis

Clinical presentation and laboratory tests are used to differentiate
and categorize the four types of prostatitis.

When acute bacterial prostatitis is suspected, midstream urine
is examined for bacterial culture, and blood cultures and blood
are examined for complete blood count, C-reactive protein, pro-
caltitonin, and prostate-specific antigen (PSA). Prostate massage
should not be performed and could be harmful.

In the diagnosis of chronic prostatitis or chronic pelvic pain
syndrome, several special diagnostic tests should be performed.

Meares—Stamey four-glass test

Preparation:

No antibiotics should have been taken for 1 month before the test,

the patient should not have ejaculated for 2 days, and a full blad-

der is required.

Prostate massage:

e The penis should be cleaned well to prevent contamination.

¢ As5to10 mlsample of first-void urethral urine is collected (from
the distal urethra).

e The patient passes a further 100 to 200 ml of urine and then
collects 5 to 10 ml of mid-stream bladder urine.

e By digital rectal examination, massage of the prostate gland is
performed for 1 minute and any expressed prostatic secretions
(EPS) are collected in a sterile container (a dry prostate mas-
sage is reasonably common).

¢ Immediately after the massage, 5 to 10 ml of post-massage
urine is collected.

All three urine samples are examined with microscopy and
quantitative culture.

When atypical pathogens are suspected, special microbio-
logical testing should be considered. Prostatitis caused by C. tra-
chomatis, U. urealyticum, or T. vaginalis can be diagnosed using
molecular assays or with isolation of the causative organism in
the samples of EPS, semen, or urine after prostate massage with
the absence of the organisms in the urethral swab before ejacula-
tion or prostate massage.

For prostate inflammation, > 10 polymorphonuclear leucocytes
(PMNL) per high-power field (400x) is considered diagnostic. In
cases of a dry expressate, a PMNL count of 10 per high-power field
greater in the last urine sample than in the first and second urine
samples is diagnostic. To assign an organism to the prostate, the
colony count in the expressed prostatic secretions and in the last
urine sample should be at least 10 times greater than in the first
and second urine sample (23).

Two-glass test

The four-glass test is seldom used in regular clinical practice be-

cause it is difficult to perform, time-consuming, and unpleasant
for the patient. The sensitivity of the two-glass test is similar to
the Meares—Stamey four-glass test. Urine samples are obtained
before and after prostate massage.

Urine and semen examination

A first-void urine sample and semen are examined with micros-
copy and quantitative culture. Budia et al. showed that the sen-
sitivity of semen samples was higher than EPS samples for the
diagnosing chronic bacterial prostatitis. For Gram-negative organ-
isms, the sensitivity of semen cultures was 97% versus to 82.4%
for EPS cultures, and for Gram-positive organisms the sensitivity
of semen samples was 100% versus 16.1% for EPS (25).

Additional tests

When a sexually transmitted disease is suspected (especially in
men with prostatitis under age 35, older men with multiple sexual
partners, etc.), screening for other sexually transmitted infections
should be performed: C. trachomatis, Treponema pallidum, N.
gonorrhoeae, hepatitis B virus, and HIV virus.

Only 60% of patients with acute prostatitis and 20% of patients
with chronic prostatitis have elevated PSA level. A decrease after
successful antibiotic treatment correlates with clinical and micro-
biological improvement (26—28).

Prostate biopsy culture is neither sensitive nor specific (be-
cause inflammation in the gland is not uniformly distributed) (29).
When a prostatic abscess is suspected, transrectal ultrasound or
a computer tomography scan of the gland should be performed.

Treatment

Only selected antibiotic compounds are suitable for treating bac-
terial infection of the prostate. Most antibiotic agents penetrate
the acutely inflamed prostate, but this is not the case with a
chronically inflamed gland. Prostate capillaries are nonporous
and lack an antibiotic transport mechanism. Only non-protein-
bound antibiotic molecules with a small molecular size, high li-
pid solubility, low degree of ionization, and high concentration in
the serum can reach an adequate concentration in prostate tissue.

Fluoroquinolones have the best pharmacological properties
for treating bacterial prostatitis, allowing concentrations in the
prostate to be 10 to 50% of that in the serum (30-32). Antibiot-
ics with good penetration into the prostate tissue also include
trimethoprim-sulfamethoxazole, clindamycin, doxycycline, and
azithromycin. Cephalosporins, carbapenems, piperacillin and
some of the aminoglycosides also attain therapeutic levels in
prostate tissue. Nitrofurantoin levels in the prostate are nonthera-
peutic (33—-39). The major threat is the growing resistance of mi-
croorganisms, especially to fluoroquinolones.

There are several differences in treatment recommendations
for acute and chronic bacterial prostatitis (40-48). In the case of
acute bacterial prostatitis, empirical antibiotic treatment should
be started immediately after urine and possible blood cultures are
obtained and tailored to the isolated organisms later on. Treat-
ment of chronic bacterial prostatitis should be delayed until cul-
ture and susceptibility results are available. When infection with
N. gonorrhoeae is diagnosed, a patient also has to be treated for
possible infection with C. trachomatis or urogenital mycoplasma.
When a sexually transmitted organism is diagnosed, sexual part-
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ners have to be examined and treated simultaneously. Our recom-
mendations for the treatment of bacterial prostatitis are summa-
rized in Table 2.

When acute urinary retention develops as a complication of
acute bacterial prostatitis, suprapubic tap should be performed to
alleviate retention because urethral catheterization may worsen
infection and is contraindicated.

Prostatic abscesses larger than 1 cm in diameter should be sur-
gically drained.

Treatment of noninflammatory chronic prostatitis / chronic
pelvic pain syndrome is difficult in most cases. In a well-designed
systematic study performed by Nickel et al., only one-third of pa-
tients had modest improvement during 1 year of follow-up (49).
Antimicrobial treatment proved unsuccessful in most cases.
Adding an alpha blocker improved symptomatic outcomes, but
mainly in patients that were alpha blocker-naive (50). None of
the controlled trials support various non-pharmacological meth-
ods or surgical procedures (51).
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Abstract

Herpes simplex virus types 1 and 2 are the main cause of genital ulcers worldwide. Although herpes simplex virus type 2 is the
major cause of genital lesions, herpes simplex virus type 1 accounts for half of new cases in developed countries. Herpes simplex
virus type 2 seroprevalence rises with sexual activity from adolescence through adulthood. Slovenian data in a high-risk popula-
tion shows 16% seroprevalence of HSV-2. HSV-1 and HSV-2 DNA in genital swabs was detected in 19% and 20.7%, respectively. In
most cases, genital herpes is asymptomatic. Primary genital infection with herpes simplex virus types 1 and 2 can be manifested by
a severe clinical picture, involving the vesicular skin and mucosal changes and ulcerative lesions of the vulva, vagina, and cervix in
women and in the genital region in men. Direct methods of viral genome detection are recommended in the acute stage of primary
and recurrent infections when manifest ulcers or lesions are evident. Serological testing is recommended as an aid in diagnosing
genital herpes in patients with reinfection in atypical or already healed lesions. When herpes lesions are present, all sexual activi-
ties should be avoided to prevent transmission of infection. Antiviral drugs can reduce viral shedding and thus reduce the risk of

sexual transmission of the virus.
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Introduction

Herpes simplex virus (HSV) types one and two (HSV-1 and HSV-2)
are the main cause of genital herpes, which is the main cause of
genital ulcers worldwide. Most genital herpes is caused by HSV-2,
but more recently there has been an increase in infections caused
by HSV-1 (1, 2). A serious complication of genital herpes is neona-
tal herpes, usually caused by HSV-2. It can lead to the death of a
newborn, but fortunately this complication is rare. Infection is ac-
quired most commonly via sexual activity (oral, vaginal, or anal).
Most infections manifest with mild symptoms or are even asymp-
tomatic, which increases the risk of transmission. The highest
possibility of virus transmission is during outbreak periods when
lesions are present. Use of antiviral agents and condoms reduces
the possibility of virus transmission (3).

Herpes simplex virus

HSV-1 and HSV-2 are members of Herpesviridae family. The ge-
nomes of both types of HSV are highly identical and they share
many immunogenic epitopes in the outer membrane proteins.
Both types of viruses differ in envelope glycoproteins G (gG1 and
gG2). Purified glycoproteins specific for HSV-1 (gG-1) or HSV-2 (gG-
2) are used as antigens to detect type-specific antibodies (4, 5).

Epidemiology

HSV occurs worldwide, with no specific seasonal variation, and
naturally can only infect humans. For infection initiation, HSV
must come into direct contact with mucosal surfaces (6).

The type of HSV infection depends on the immunologic sta-
tus of the infected person. Initial primary infection is manifested
in persons without previously present serum antibodies against

HSV. Initial non-primary infection is manifested in persons with
pre-existing antibodies to HSV-1 or HSV-2 type and a new infection
with the other HSV type. Recurrent infection occurs when there
are pre-existing antibodies to the same type of HSV causing cur-
rent infection (2).

The virus remains in a latent stage for the life of the host. Pe-
riodic reactivations of the virus and viral shedding occur in the
presence of lesions or with mild or no symptoms. Persons with the
latent virus are a reservoir for virus shedding and transmission.
Symptomatic recurrent infections are associated with a shorter
duration of viral shedding and fewer lesions (1).

Although HSV-1 and HSV-2 infections affect different parts of
the body, and have different manners of transmission, their clini-
cal manifestations and symptoms can overlap. HSV-1 infections
are usually limited to the oropharyngeal area and most commonly
occur in children from 6 months to 3 years of age, rising until ado-
lescence. HSV-2 is usually sexually transmitted, and antibodies
against HSV-2 are rarely detected before adolescence (1). In recent
years. the principal cause of genital herpes is HSV-1 in most wom-
en and young men, although severe genital herpes with frequent
recurrences are still more commonly caused by HSV-2 (4, 7).

Genital herpes transmission usually occurs through genital-
genital or oral-genital contact. Transmission mostly occurs from
asymptomatic carriers of the virus. On the other hand, transmis-
sion is most likely during the presence of visible lesions in the
partner (7, 8). Only 30% of seropositive people are aware of their
HSV-2 infection, and 20% of them have no symptoms. Moreover
virus shedding has also been found during asymptomatic peri-
ods (7, 9, 10). Use of condoms only partly protects from infection;
condoms do not cover the entire genital area, and virus shedding
is also found in parts of the genital tract without visible lesions
(7,9, 10).

Neonatal herpes infection is rare, occurring in fewer than 1 in
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3,000 live births, but has high mortality and severe manifesta-
tions for disseminated disease (11). Infection can be acquired in
utero or intrapartum. Most commonly, neonatal herpes results
from exposure of a newborn to infected maternal genital secre-
tions during delivery. During the primary infection of women, the
risk for virus transmission is higher (12). Most newborn infections
are due to HSV-2 (13).

Important synergy has been found between HSV-2 and human
immunodeficiency virus (HIV). HSV-2 infection increases the risk
of HIV infection due to mucosal disruption caused by genital ul-
cers, which are an entryway for HIV (4).

Genital herpes prevalence

Several factors influence the prevalence of HSV-1 and HSV-2 in-
fections. In developed countries, including the US, HSV-1 preva-
lence decreased (in 1999-2004 in comparison to 1988-1994) in
the general population, which correlates with a higher probability
of HSV-1 genital infection. The higher probability of HSV-1 infec-
tion is due to a lower seroprevalence of HSV-1 in adolescents and
changed sexual behavior that includes choosing oral sex over
vaginal sex (4).

Globally, HSV-2 is still the main cause of genital herpes. With
the onset of sexual activity, the prevalence of HSV-2 begins to rise,
usually from adolescence through adulthood.

Women are more susceptible to HSV-2 infection than men (14).
The HSV-2 prevalence rate is also higher in MSM compared to
heterosexual men and in HIV-positives compared to the general
population, and higher HSV-2 seroprevalence is found in urban
environments compared to rural ones (4, 14). The risk factors for
HSV-2 infection are the same as for other sexually transmitted
infections (STIs): a high number of sexual partners throughout
one’s lifetime, young age at the onset of sexual activity, and previ-
ous history of STIs (15).

The worldwide HSV-2 seroprevalence is between 10 and 40%.
In Australia HSV-2 seropositivity is 13% (16), whereas in Canada
and the US it is 17% (4, 17) and in Central and South America be-
tween 23 and 43% (14, 18, 19). In Europe the HSV-2 seroprevalence
is between 5% and 20%, and in the Middle East below 10% (14,
20-23). In Asia the HSV-2 seroprevalence is between 10 and 20%,
and in Africa > 50% (24—26).

Regarding groups at higher risk for HSV-2 infection, a higher
proportion of those infected is found among female sex workers
and among those infected with HIV (60 to 95%). Among pregnant
women, seroprevalence of HSV-2 ranges between 7 and 42% (3, 14).

Genital herpes prevalence in Slovenia

A small Slovenian survey was performed between 2006 and 2008, at
the Institute of Microbiology and Immunology, Faculty of Medicine,
University of Ljubljana, Slovenia in which 99 men and 128 women
were included whose sera were tested due to suspicion of genital
herpes sent from three different clinics for sexually transmitted dis-
eases for determining serological status. The mean age of women
was 36.7 years and for men 36.2 years. Specific HSV-1 and HSV-2 IgG
antibodies were detected by enzyme-linked immunosorbent assay
HerpeSelect® HSV 1 and HSV-2 IgG (Focus Diagnostics). IgG anti-
bodies against HSV-1 were detected in 69.6% and against HSV-2 in
29.5% of patient samples examined. Infections with HSV-2 virus
was more frequently detected in females, but the difference was not
statistically significant (women 33.6% versus men 24.2%; Fig. 1).
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The HSV-2 seroprevalence increases simultaneously from puberty
onwards, and in the age group > 56 years in the women’s group it
reaches 50% and in the male group more than 70%.

According to data obtained at the Institute of Microbiology and
Immunology, Faculty of Medicine, University of Ljubljana, Slove-
nia, from 2009 to 2014, 1,767 serum samples (239 men and 1,528
women) were sent from various Slovenian health institutions,
including clinics for sexually transmitted diseases, for the sero-
logical confirmation of genital herpes. The mean age of women
was 31.4 years and for men 38 years. IgG antibodies against HSV
(type-nonspecific) were detected in 85.6% (women 85.8% versus
men 81.6%) using the Enzygnost ® Anti-HSV/IgG Assay (Siemens
Healthcare Diagnostics). Antibodies against HSV-2 were detected
in 16% (women 15.6% versus men 18.6%) of patient samples ex-
amined, using Liaison® HSV-2 IgG (DiaSorin S.p.A.). The HSV and
HSV-2 seroprevalence increases with age, and in the age group >
56 years it reaches 97% for HSV (both sexes, Fig. 2A) and 48.4%
for HSV-2 (women 55% versus men 36%; Fig 2B).

In the last 5 years, between 2009 and 2014, 174 genital swabs
were sent to the Institute of Microbiology and Immunology, Fac-
ulty of Medicine Ljubljana, Slovenia, for molecular diagnostics of
genital herpes. Of these, 59 swabs belonged to men and 115 swabs
belonged to women. The median age of women was 37 years and
for men 40 years. HSV-1 DNA was detected in 19% of all patients
tested, but more frequently in women (20%) than in men (16.9%).
HSV-2 DNA was detected in 20.7% of all patients tested, but the
frequencies in both sexes were nearly the same (men 20.3% versus
women 20.9%). Men infected with HSV-1 were younger in compar-
ison to men in which HSV-2 DNA was detected, but the difference
was not statistically significant (median 29 years vs. 41 years; P =
0.10). Women infected with HSV-1 were significantly younger com-
pared to women in whom HSV-2 DNA was detected (median 22.5
years vs. 51 years; P < 0.0001).

A Slovenian survey carried out in 2003, which included 4,000
pregnant women, showed an HSV-1 seroprevalence of 86.9% and
HSV-2 seroprevalence of 9.9%. In 7.1% of pregnant women, IgG
against HSV-1 and HSV-2 were present, whereas 11% of pregnant
women did not have HSV antibodies (27).

Clinical manifestations of genital herpes

The incubation period ranges from 2 to 10 days. Most HSV infec-
tions are subclinical. In symptomatic infections, clinical manifes-
tations of primary infection of the genital area with HSV-1 or HSV-
2 are typically characterized by painful vesicular and ulcerative
lesions. After acquisition of HSV infection at a mucocutaneous
site, papules and macules appear, which develop into pustular
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Figure 1| Slovenian seroprevalence of HSV-1 and HSV-2 IgG in men and women.
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and ulcerative lesions. After 4 to 15 days, the lesions crust and
re-epithelize (1, 3). Primary infection can be associated with fever,
dysuria, localized inguinal adenopathy, and malaise in both men
and women. Paresthesias and dysesthesias that involve the lower
extremities and perineum are common. In women with primary
infection, lesions appear on the vulva and are usually bilateral
(28), with involvement of the cervix. Lesions may involve also the
perineum, buttocks, and/or vagina. In men, primary infection re-
sults in vesicular lesions on the glans of penis or the penile shaft
(28). There is also a possibility of extra-genital lesions occurring
in both sexes. Systemic complication in the form of aseptic men-
ingitis can occur in both men and women. Viral excretion may
persist for up to 3 weeks (1). Clinically, an acute episode of genital
herpes is similar in infection regardless of the type of HSV caus-
ing infection, but recurrences are less frequent and less severe in
HSV-1 infection (29).

Primary infection is associated with larger quantities of virus
shedding in the genital tract and a longer period of viral shed-
ding, on average 3 weeks (8). Systemic symptoms include head-
ache and myalgia. Locally, fungal and bacterial superinfections
can occur. The most severe clinical complication is meningitis.
The presence of pre-existing antibodies to a different HSV type
results in milder disease. Recurrent infections are common in the
1st year after primary infection; they are manifested with milder
symptoms and shorter duration (3, 7).

Vertical transmission from an infected mother to fetus is usu-
ally manifested with vesicular lesions on the skin of infected ba-
bies. Infection can result in a disseminated disease in the new-
born with central nervous system involvement; neonatal death of
untreated newborns is up to 50% (11, 30). Neonatal herpes can be
localized to the skin, eye, and mouth, or is manifested in the form
of encephalitis with or without skin involvement or as a dissemi-
nated infection that involves multiple organs (31, 32).

Diagnosis

Genital herpes can be diagnosed by clinicians if typical papular
lesions progress to vesicle and ulcers are present. Although the
features in patients can be highly variable, a definitive diagnosis
should be confirmed with laboratory findings (33). Laboratory-
confirmed HSV diagnosis is important for appropriate treatment
selection, and type identification gives important information
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Figure 2 | Slovenian seroprevalence of HSV (Fig. 2A) and HSV-2 (Fig. 2B) in both sexes by age group.

about disease prognosis. Differentiating between HSV-1 and HSV-
2 is possible only with laboratory diagnostics, and laboratory
confirmation is also necessary to exclude other possible causes of
ulcers in the genital area (3).

With regard to different guidelines for laboratory diagnosis
of genital herpes, for patients with symptoms, detection of viral
DNA by nucleic acid amplification tests (NAAT) is most appropri-
ate. Virus isolation on cell cultures can also be performed (34).

In the absence of symptoms, swab testing for preventing HSV
transmission is not appropriate, because viral shedding is inter-
mittent (8). For populations at high risk of HSV infection, serolog-
ical testing is recommended. The best practice is using a combi-
nation of type-specific serologic testing and direct virus-detection
methods in order to differentiate the type of infecting virus as well
as primary and recurrent infections (33, 34). Because of their low
sensitivity and specificity, cytological examination using con-
ventional staining procedures (Tzanck smears, the Papanicolaou
test, or Romanowsky stains) are not recommended for reliable di-
agnosis of HSV infections (33-35).

Specimen collection and transportation

The sample of choice is a swab sample of active herpetic lesions.
Before sampling, necrotic tissue should be removed. Typically
swabs are taken from the base of lesion (3). The sample should
be taken in the first 24 h after the lesions occur; when crusting of
lesions begins, the sensitivity of tests declines rapidly (29). In the
presence of vesicles, the vesicle should be unroofed and a swab of
the vesicle base should be taken. Collection of vesicular fluid or
exudate from small vesicles in combination with a swab of the le-
sion base is also an appropriate sample (34, 36). When only older
lesions are present, the recovery rate of HSV drops sharply; for pa-
tients with such lesions, another sampling is advised when fresh
new lesions appear (36). After sampling, the swab should im-
mediately be placed in viral transport medium (VTM) and trans-
ported to the laboratory at 4 °C. When immediate transport is not
possible, samples should be placed on ice in a cooling box, with-
out freezing, but the overall transport time should not exceed 48
hours (29, 36). Vesicle fluid aspiration is taken and transported in
a sterile syringe; if disseminated infection is suspected, blood for
PCR should be taken with anticoagulant (EDTA). Other samples
that may occasionally be tested are swabs of the cervix, urethra,
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or vagina (36). The blood sample for serological methods should
be taken in a tube without anticoagulant.

Methods for direct detection of the virus

For direct HSV detection, available tests include antigen detection
by direct immunofluorescence, nucleic acid amplification tests
(NAATs) for viral DNA detection, and viral culture (29). NAATs
are currently the most sensitive and specific methods. Among
them, real-time PCR is recommended as a preferred diagnostic
method (37). With high sensitivity and specificity, real-time PCR
offers accurate diagnosis to a clinician. It allows both typing of
HSV and quantification of viral load (in fluid samples). The risk
of false positive results occurring due to sample contamination
before amplification should be prevented with carefully planned
procedures in the molecular laboratory (29). Regarding transport
and storage of samples, real-time PCR can tolerate less stringent
conditions than samples for viral isolation (36). The important
advantage of molecular methods is the possibility of detection
of asymptomatic HSV shedding, but one should be aware that a
negative PCR result does not exclude HSV infection because virus
shedding is intermittent (36).

HSV antigen detection may be a suitable alternative for smaller
laboratories as an alternative to viral culture or PCR when fresh
lesions are present and the swab is of high quality (rich in cells).
The appropriate transport conditions are less stringent than for
viral culture. Demonstration of antigen with direct immunofluo-
rescence assay (DIF) is rapid, but with lower sensitivity in com-
parison to PCR, and is appropriate only for patients with fresh
lesions (29, 36).

Viral culture as a gold standard of laboratory HSV detection
is possible only in highly specialized laboratories. Low-cost and
well-established methodology supports the use of viral culture.
This is a highly specific method, but it has low sensitivity, and
appropriate sample handling with a continuous cold chain of
sample transport to preserve virus viability is very important.
Sensitivity is even lower for recurrences, which is why success-
ful viral culture is mostly successful from fresh lesions in primary
HSV infection (29, 35, 36). The main advantage of viral culture is
typing of viral isolates, and this is a prerequisite for phenotypic
antiviral susceptibility testing (36).

Antibody detection methods

The detection of antibodies to HSV is recommended as an aid to
diagnosing genital herpes and is particularly useful in identifying
an asymptomatic carrier of HSV infection (29).

A defining characteristic of HSV infections is a slow antibody
response. There are many tests available to detect HSV antibod-
ies, and the majority of newer tests can now differentiate between
types of HSV. Serological assays that are not type-specific are of
no value in managing genital herpes (33). Differentiation of HSV
types is possible on the basis of glycoprotein G (gG-1 and gG-2).
The disadvantage of a glycoprotein-based test is an inability to
detect IgM antibodies. IgM detection is possible with assays based
on other groups of glycoproteins (gA- gI), but not the differentia-
tion of HSV types (35, 36). Detection of HSV-2 antibodies confirm
sexually transmitted infection, and detection of HSV-1 antibodies
as a confirmation of genital herpes is not useful because of the
high seroprevalence of HSV-1 in the general population (38).

Type-specific HSV IgG antibodies usually become detectable
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within 2 weeks to 3 months after the initial infection (39). For IgG-

negative patients, detection of IgM antibodies increases the abil-

ity to detect early infection. Seroconversion as a confirmation of
primary infection has limited application, and the occurrence of

IgM antibodies is sometimes delayed, even up to 3 months after

initial infection, probably due to localized infection of mucosa.

IgM antibodies can also be detected during recurrent infection,

and tests for IgM detection have poor sensitivity. Because of all of

these limitations, serology is not optimal for confirmation of acute

HSV infection (33, 36).

Serological testing in the general population is not recom-
mended. Regarding different guidelines, it can be useful in the
following circumstances:
¢ Asan aid in diagnosing genital herpes infection, especially to

differentiate between primary and recurrent infection;

¢ In patients with a history of recurrent or atypical lesions, or in
patients with healing lesions with negative direct methods;

e For managing sexual partners of people with genital herpes
when a risk of transmission exists;

e For identifying HSV infection in high-risk groups, although
testing people in high-risk groups is not routinely recommend-
ed (33, 36).

Testing pregnant women for the presence of HSV antibodies is
not routinely recommended in Europe. Although it is not cost-ef-
fective, rather careful examination of the vulva for the presence of
lesions indicating HSV infection at the onset of delivery is advised
(33). It is recommended that one define the serological status of
both the pregnant woman and her partner and, in the case of HSV
type mismatch or a negative status of the pregnant women, use
of condoms or abstinence from direct sexual contact is advised.
In newhorns, detection of antibodies is not appropriate because
one cannot distinguish between passive, maternal, and newborn
antibodies (36).

For detecting HSV-2 antibodies, rapid point-of-care (POC) sero-
logical assays also are available. The test can be performed from
capillary blood or a serum. The main advantage of assays is that
they provide results rapidly, with relatively high sensitivities and
specificities (38).

Prevention of HSV transmission

Screening of the general population is not recommended. If serol-
ogy is performed in patients without any history of genital herpes,
appropriate counseling should be provided (2).

During the presence of lesions, patients are advised to ab-
stain from all sexual contact. Condom use is advisable and could
prevent the majority of infection if properly used (40). However,
transmission of virus is also possible from parts of the genital
area without visible lesions, and areas that cannot be covered by
a condom, and so protection is still only partial (7, 9, 10, 40).

Antiviral drugs can reduce viral shedding and thus reduces
the risk of virus transmission (3, 33). There are no specific recom-
mendations regarding management of partners of HSV-positive
patients, but testing and counseling should be offered to partners
(2,33).

Pregnant women with recurrent genital herpes have a low risk
of transmission of infection to the fetus or newborn. There is cur-
rently no reliable method to identify women that are asymptomat-
ically shedding HSV at the time of delivery (12, 33).

If there are no genital lesions visible at the time of delivery,
even for seropositive pregnant women, there is no indication for
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a cesarean section (41). The exception is pregnant women that ac-
quire HSV infection in the third trimester, especially if symptoms
of genital herpes develop in the period 6 weeks before delivery. For
these cases, most guidelines recommend delivery with a cesarean
section because of the very high risk of viral shedding (12, 33, 41).
There is no effective vaccine available, but intensive studies are
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Abstract

absolute necessity.

Poikilodermatous mycosis fungoides is a rare distinct clinical variant of cutaneous T-cell lymphoma (CTCL), formerly referred to as
poikiloderma vasculare atrophicans or parapsoriasis variegata. Mycosis fungoides (MF) is a malignant neoplasm of T-lymphocyte
origin, most commonly memory CD4+ T-cells. We report here a patient with generalized poikilodermatous skin lesions whose
diagnosis of mycosis fungoides was made only a few years after the onset of his disease due to its bizarre clinical behavior and
a natural reluctance to diagnose this disease in children and adolescents. The variability of atypical clinical presentations of MF
and its similarity to benign inflammatory and noninflammatory skin disorders may become a source of considerable confusion and
controversy, challenging a dermatologist to make a precise diagnosis. Therefore, scrupulous clinicopathological correlation is an
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Background

Poikilodermatous mycosis fungoides is a rare distinct clinical var-
iant of cutaneous T-cell lymphoma (CTCL), formerly referred to as
poikiloderma vasculare atrophicans or parapsoriasis variegata.
Mycosis fungoides (MF) is a malignant neoplasm of T-lymphocyte
origin, most commonly memory CD4+ T-cells (1-3). Its classic
(Alibert) variant presents a chronic, slowly progressing disease
with erythematous scaly patches at the onset that gradually
evolve over time into infiltrated plaques and tumors. Apart from
this classic form, there are poikilodermatous and erythrodermic
variants (the latter should not be confused with Sézary’s syn-
drome). There are also a wide range of rare atypical presentations
including hypo- and hyperpigmented, verrucous, hyperkeratotic,
follicular, lichenoid papular, palmoplantar psoriasiform, granu-
lomatous, vesicular, bullous, and pustular variants, which have
been described in the literature (1). These are clinically unusual
cases that run a similar course to that of classic MF.

In 1906 the pioneering American pediatrician Abraham Jacobi
described a complex dermatologic disease characterized by tel-
angiectasia, pigmentation, and atrophy, which he subsequently
termed poikiloderma vasculare atrophicans (PVA).

Formerly, poikiloderma vasculare atrophicans of Jacobi was
considered a separate clinical entity or a premalignant condition.
Later, it was believed that PVA represented a stage or an outcome
of various dermatoses, such as mycosis fungoides, parapsoria-
sis, dermatomyositis, scleroderma, lupus erythematosus, lichen
ruber planus, genodermatoses, and so on. However, in recent
years these opinions have been challenged by many competent
dermatologists. Nowadays poikiloderma vasculare atrophicans
is recognized as a clinical variant of patch stage MF (4-6); and
poikilodermatous findings on non-sun-exposed areas should be
considered MF until proven otherwise.

Poikilodermatous MF is usually characterized by the devel-
opment of large plaques or generalized skin involvement (7-9).

However, at the onset of the disease the lesions may present either
small plaques or papules arranged in a net-like pattern, which
makes it very similar to lichen ruber planus. The typical patches
often show a predilection to the major flexural areas and trunk,
and present with erythema, mild scaling, mottled dyspigmenta-
tion (hyper- and hypopigmentation) with atrophy, and telangi-
ectases. As a result of atrophy and thinning, the patient’s skin
surface may be reminiscent of “cigarette paper.” As opposed to
classic MF, poikilodermatous lesions are generally asymptomatic
or mildly pruritic and are usually stable or slowly increasing in
size (10, 11). Lymph node enlargement is a frequent finding in pa-
tients with MF, but it does not necessarily correlate with histologi-
cal lymphomatous involvement. Dermatopathic lymphadenitis is
often observed in such patients (12).

The first manifestation of poikilodermatous MF usually occurs
at an earlier age than that of classic MF, and a male predominance
was reported for both forms.

Histopathology of poikilodermatous lesions discloses an atypi-
cal T-cell infiltrate in the papillary dermis, often with evident epi-
dermotropism (1, 13). However, Pautrier microabscesses are not as
common in comparison to classic MF. Melanophages and melanin
incontinence are also observed, along with ectasia of the superfi-
cial dermal vessels and epidermal atrophy.

Immunohistological staining commonly shows either a preva-
lence of the CD4+, CD8- pattern or CD8+, CD4— immunopheno-
type, which is more often seen in hypopigmented variants of MF.

Case report

Mycosis fungoides is the most common form of cutaneous T-cell
lymphoma. We present here a patient with its uncommon poikilo-
dermatous variant.

A 29-year-old Caucasian man presented to the City Clinical
Skin and Venereal Diseases Clinic in November 2014 with an 18-
year history of a diffuse skin affection involving his trunk, neck,
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and extremities. The first eruption appeared on his skin at age
eleven. At that time there were a few separate well-defined asymp-
tomatic hypopigmented patches on his chest and left shoulder,
which resolved spontaneously without treatment. The patient
could not recall any cause that could have triggered the onset of
his disease with the exception of sun exposure, which had oc-
curred immediately before the appearance of the first manifesta-
tion. However, he denied any possibility of sunburn because his
skin had always easily tanned prior to the disease.

After awhile, a similar eruption reappeared. However, this time
the lesions were persistent and the circumstances forced him to
seek medical help. Based on the clinical findings (asymptomatic
well-defined hypopigmented patches without obvious atrophy), a
diagnosis of vitiligo was made.

At age fourteen, these patches transformed into hyperpigment-
ed plaques with slight atrophy. Thus, the diagnosis was changed
to morphea. After that, the patient underwent several courses of
treatment for morphea, but they appeared to have only a tempo-
rary benefit. The lesions disappeared at one site and simultane-
ously arose at another. Finally, there was a gradual spread of the
skin problems in recent years, although they remained almost
asymptomatic throughout the progression. The patient men-
tioned only a slight burning sensation appearing in wintertime
within the last 2 years, which was alleviated by emollients and
short courses of medium-strength topical corticosteroids.

Later, in 2012, the skin lesions suddenly changed their appear-
ance and began to spread relatively quickly. The patient’s clinical
examination at that time showed widespread hyperpigmented
patches and small papules with a tendency towards a net-like ar-
rangement within the same distribution area. These papules were
not typical planar ones, but had a distribution and arrangement
highly suggestive of a diagnosis of lichen ruber planus. Consider-
ing those changes, a punch biopsy was performed, and accord-
ing to the histopathological findings a diagnosis of lichen ruber
planus was confirmed (although immunohistological studies
were not performed at that time). Although the patient has re-
ceived a few courses of treatment for lichen ruber planus in the
last 3 years, they have shown no efficacy.

Currently, the patient’s general health is unimpaired. Although
he is rather thin, he denies any episodes of weight loss. The pa-

Figure 1 | Diffuse poikilodermatous skin lesions. (a) Spared axillary hair; (b) small islands of uninvolved skin.
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tient complains of no symptoms apart from dry skin, which wors-
ens in winter, and soreness and irritation of the skin after sun ex-
posure in summer.

Data collected from patient’s mother revealed some interest-
ing facts that may contribute to the diagnosis and may help in
defining the causes of his disease. She told us that she delivered
her only son at term, but during the pregnancy she experienced
oligohydramnios and the boy was born with neonatal hypo-
trophy, weighing barely 2.3 kg. Apart from this, at birth her son
was covered with what she called a “coat,” which began to ex-
foliate within the first days, and in a week his skin became “nor-
mal” and remained healthy until age eleven. Unfortunately, the
exact diagnosis is unknown because the documents were lost.
However, taking everything into account, the patient might have
suffered from one of the ichthyosiform dermatoses. In addition,
he had congenital angiomata cavernosum (presumably, accord-
ing to mother’s description) localized on the left earlobe, which
was treated with radiotherapy at the age of 3 months. With the
exception of these details, the patient’s past medical and family
histories were non-contributory. The patient’s history also did not
reveal any occupational hazards.

Physical examination revealed bilateral axillary lymphad-
enopathy. A few separate slightly enlarged lymph nodes showing
no tenderness to palpation were found in both axillae. The entire
surface of the skin was very thin, crinkled, and scaly, and had a
characteristic wrinkled, “cigarette-paper” appearance. The skin af-
fections had a diffuse distribution with only several small islands
of uninvolved skin on the trunk and lower extremities (Fig. 1).

The palms, soles, scalp, and face (excluding a single plaque
over the left eyebrow) seemed to be spared. The hair on the head,
in the axilla, and in the groin was also preserved, although it ap-
peared thin. At the same time, lanugo hair (equally on healthy
skin and on the affected areas) was absent over the entire body
surface. The fingernails and toenails were intact. The skin lesions
presented confluent poikilodermatous patches and plaques with
mottled hyper- and hypopigmentation, atrophy, and telangiec-
tasias. Almost all of these patches, especially those located on
the thighs and the lateral aspects of the trunk, were also remark-
able for the net-like distributed plane lichenoid papules. A few
ill-defined erythematous patches could be observed on the ante-
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rior chest and in the paraumbilical area. They were both visibly
and palpably slightly infiltrated. The anterior aspects of the shins
showed several confluent plaques with a grayish-brown tint and
evident infiltration.

It should be noted that the earlobe that had been exposed to X-
rays in infancy had shrunk and almost disappeared, whereas the
other one stayed absolutely intact (Fig. 2).

Figure 2 | Shrunk earlobe and the scar that remained after exposure to X-rays.

Taking into consideration the aforementioned features and the
past medical history, we were inclined to regard the condition as
arare poikilodermatous form of MF. Because the patient had such
diversified skin lesions, it was decided to obtain four punch biop-
sy specimens from representative areas: an erythematous patch
on the anterior aspect of the chest, a typical poikilodermatous
patch on the right flank, a lichenoid papule on the right thigh,
and the plaque on the anterior aspect of the left shin (Fig. 3).

Histologically, the first erythematous patch showed thickened
epidermis with marked acanthosis, adopting a psoriasiform ap-
pearance, and focal parakeratosis. There was a superficial lym-
phohistiocytic infiltrate surrounding small blood vessels with an
obvious tendency to palisade along the basal membrane of the
epidermis. Pigmentary incontinence and basal cell hydropic de-
generation were noted in some fields. Within the epidermis, there
were a relatively small number of atypical lymphoid cells with a

clear halo, distributed singly and in clusters. However, clear Pau-
trier microabscesses were absent (Fig. 4).

aspect of the chest (A: H&E, x160, B: H&E, x640).

The second specimen with poikilodermatous changes revealed
thinned, atrophic epidermis with mild hyperkeratosis and focal
parakeratosis, focal spongiosis, and epidermotropism of atypical
lymphocytes. There were an increased number of dilated blood
vessels with lymphohistiocytic infiltrate surrounding them. An
increased pigmentation of the basal layer of the epidermis and
prominent melanin incontinence with melanophages were found
(Fig. 5).

The third specimen was of particular interest. The findings

k2 R AN | =

Figure 3 | Areas from which punch biopsy specimens were taken. (a) Erythematous patch on the anterior aspect of the chest; (b) Poikilodermatous patch on the
right flank; (c) Lichenoid papule on the right thigh; (d) Plaque on the anterior aspect of the left shin.
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Figure 5 | Second specimen taken from the typical poikilodermatous patch on
the right flank (A: H&E, x160, B: H&E, x640).

were very similar to those found in lichen ruber planus. They
comprised such characteristic features as lymphohistiocytic ban-
dlike infiltrate occupying the upper dermis and obscuring the der-
moepidermal junction, irregular acanthosis resembling the typi-
cal saw-toothed appearance, extensive liquefactive degeneration
of the basal layer of the epidermis with subepidermal clefts (Max
Joseph spaces), pigmentary incontinence, and numerous cytoid
bodies forming huge clusters. Nevertheless, in lichen planus the
enumerated signs are usually seen along the entire specimen,
whereas in ours they were distributed in a very well-organized,
repetitive pattern showing the focuses with apparent histopatho-
logical changes alternating with relatively spared areas. In addi-
tion, a close-up view revealed atypia of the lymphocytes (Fig. 6).

Finally, the histological findings received from the biopsy on
the plaques from the patient’s shin corresponded to the classic
patch or early plaque stage of MF. They included slightly acan-
thotic epidermis with occasional necrotic keratinocytes, basal cell
hydropic degeneration, perivascular lymphohistiocytic infiltrate
with the presence of atypical lymphoid cells, and overt epidermo-
tropism (Fig. 7).

The immunohistological studies of all the specimens also re-
vealed an unusual pattern with simultaneous presence of both
CD4+ and CD8+.

Suspecting misdiagnosis, it was decided to reassess the biopsy
findings that had been received in 2012 with additional sectioning
of the preserved paraffin blocks. An appraisal of both slides was
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Figure 6 | Third specimen taken from the lichenoid papule on the right thigh.
Note the unusual pattern of repetitive focuses of lymphohistiocytic infiltrate
alternating with the relatively spared areas (A: H&E, x64, B: H&E, x160, C: H&E,
x640).

made. Although the first one made 3 years ago showed the histo-
pathological features of lichen planus, the second one received
by additional sectioning revealed the signs of MF, although they

were not apparent.

2 ed,

Discussion

Although the exact duration of MF in our patient could not be es-
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Figure 7 | Fourth specimen taken from the plaque on the anterior aspect of the
left shin (H&E, x640).

tablished (because tests such as biopsy and immunohistochem-
istry were not performed at the time of the onset of his disease),
we can state that 3 years ago he definitely received that diagno-
sis. The patient’s medical history also highly suggests the pres-
ence of the disease from the very beginning of the case. His first
complaints (asymptomatic hypopigmented patches or macules),
which were regarded as vitiligo, in fact correspond to the diag-
nosis of hypopigmented variant of MF. Despite its extremely rare
occurrence, in children and adolescents it can be seen more often.
However, a natural reluctance to diagnose MF in children in ad-
dition to its clinical resemblance to vitiligo, tinea versicolor, pity-
riasis alba, or postinflammatory hypopigmentation often result in
misdiagnosis.

The further development of the patient’s symptoms and the
replacement of hypopigmentation by hyperpigmentation can
also be easily explained by the underlying histological changes.
One of the main diagnostic pointers at any stage of MF is palisad-
ing of lymphocytes along the basal layer of the epidermis, usu-
ally accompanied by extensive basal cell hydropic degeneration.
Research has shown that any damage to the basal layer of the
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TNF, vKljuéno z Enbrelom, velja, da lahko vplivajo na naravno odpornost bolnika proti okuzbam in malignim obolenjem. Bolniki, zelo izpostavljeni virusu noric, naj zacasno prekinejo jenje. Maligne in ivne bolezni: Tveganja za razvoj
h ije ali druglh ticnih ali ¢vrstih rakavih obolenj ni mogoce izkljuciti. Previdnost je potrebna pri razmisleku 0 uporabi antagonistov NF pri bolnikih z I aliprir ljevanju zdravljenja pri bolnikih,
pri katerih se pojavi malignost. Kozni rak: Pri bolnikih, zdravljenih z antagonisti TNF, vkljuéno z Enbrelom, so porocali o in nemelar koznem raku. Priporo¢ obcasen pregled koze. Ceplienja: Med zdravljenjem bolnik ne sme preJetl
Zivih cepiv. Tvorba avtoprotiteles: Zdravljenje lahko sproii janje avtoi ih protiteles. k Ske reakcije: Porocali so o redkih primerih pancitopenije in zelo redkih primerih aplasticne anemije, tudi s smrtnim izidom. Previdnost je potrebna pri
bolnikih, ki imajo krvno diskrazijo v anamnezi. Vse bolnike in starSe/skrbnike je treba opozoriti, da morajo v primeru pojava znakov ali simptomov, ki kaze]o na krvno diskrazijo ali okuzbo, med zdravljenjem takoj poiskati zdravnisko pomog. V primeru krvne
dlskrazue je treba zdravljenje prekiniti. Nevroloske bolezni: Pri bolnikih z demielinizirajocimi obolenji, ali pri tistih, ki imajo povecano tveganje zanje, je treba pred zdravljenjem skrbno pretehtati tveganja in Koristi, vkljutno z nevrolosko oceno. Kongestivno
sréno popuscanie: Pri predpi kor ivnim srénim popustanjem je potrebna previdnost. Izsledki sicer Se niso dokoncni, vendar podatki kazejo na morebitno tendenco K poslabSanju popustanja pri bolnikih, zdravijenih z Enbrelom.
Alkoholni hepatitis: Ne sme se uporabl]atl za zdravljen]e alkoholnega hepatitisa. Previdnost je potrebna pri uporabi pri bolnikih, ki imajo tudi zmeren do hud alkoholni hepatitis. Wegenerjeva granulomatoza: Enbrela ni priporoéljivo uporabljati za zdravljenje
te bolezni. Hipoglikemija pri bolnikih, ki se zdravijo zaradi sladkorne bolezni: Po uvedbi zdravljenja so porocali o hipoglikemiji, zato bo morda treba zmanjsati odmerek zdravila za zdravljenje sladkorne bolezni. StarejSe osebe (< 65 let): Potrebna je
previdnost, posebno pozornost je treba posvetiti pojavijanju okuzb. Pediatricna populacija: Priporotamo, da pred zacetkom zdravijenja, Ce je le mogoCe, opravite vsa ceplienja v skladu z veljavnimi smernicami. Pri bolnikih z JIA, ki so se zdravili z Enbrelom,
so porocali o kroniéni vnetni Erevesni bolezni in uveitisu. Medsebojno delovanje z drugimi zdravili in druge oblike interakeij: Socasno zdravljenje z anakinro ali z abataceptom: Klini¢na korist teh dveh kombinacij ni dokazana, zato nista pnporocl]lw o
Socasno zdravljenje s sulfasalazinom: potrebna je previdnost. Plodnost, noseénost in dojenje: Zenske v rodni dobi morajo med zdravijenjem in $e tri tedne po prenehanju le-tega uporabljati ustrezno metodo ije. Uporaba med nosec ni %
priporoljiva. Etanercept prehaja placento. Uporaba Zivih cepiv v prvih 16 tednih po tem, ko so matere dojenckov prejele zadnji odmerek Enbrela, pri dojenckih obi¢ajno ni priporoljiva. Bolnica mora med zdravljenjem prenehatl dojiti ali pa prekiniti
j pri cemer je treba upoStevati tako korist dojenja za otroka kot korist zdravljenja za mater. Nezeleni uéinki: Odrasli: Zelo pogosti (= 1/10): Okuzbe (vkljucno z okuzbami zgornjih dihal, bronhitisom, cistitisom in koZnimi okuzbami), reakcije na =
nja (vkljuéno s krvavitvijo, podplutbami, eritemom, srbenjem, bolecino in oteklino). Pogosti (= 1/100 do < 1/10): alergijske reakcije, nastanek avtoprotiteles, pruritus, zvisana telesna temperatura. Pediatri¢na populacija: Na splo$no so bili o
nezeleni ucinki po vrsti in pogostnosti podobni tistim pri odraslih. Vrste okuzb, opazenih v klinicnih preskusanjih pri bolnikih z JIA, starih 2-18 let, so bile na splosno blage do zmerne in skladne s tistimi, ki jih pogosto vidimo pri skupinah ambulantnin
pediatriénih bolnikov. Hudi nezeleni ucinki so bili: norice z znaki in simptomi asepticnega meningitisa, ki je izzvenel brez posledic, vnetje slepica, gastroenteritis, depresija/osebnostne motnje, koZne razjede, ezofagitis/gastritis, streptokokni septicni Sok
(streptokoki skupine A), sladkorna bolezen tipa | in okuzbe mehkih tkiv ter postc ivnih ran. V Klini¢nih p Sanjih pri bolnikih z JIA so porocali o 4 primerih sindroma aktivacije makrofagov. Viri iz obdobju trzenja so pri bolnikih z JIA porogali o kroni¢ni
vnetni ¢revesni bolezni in uveitisu. Naéin in rezim izdaje: Rp/Spec. Imetnik dovoljenja za promet: Pfizer Limited, Ramsgate Road, Sandwich, Kent CT13 9NJ, Velika Britanija. Datum zadnje revizije besedila: 20.4.2015 Pred predpisovanjem se
seznanite s celotnim povzetkom glavnih znacilnosti zdravila.

Literatura: 1. Scott LJ. Etanercept: A Review of Its Use in Autoimmune Inflammatory Diseases. Drugs. 2014; 74:1379-1410. 2. Povzetek glavnih znacilnosti Zdravila Enbrel, 20.4.2015. 3. Povzetek glavnih zdravila Humira, oktober 2014. 4. Povzetel
glavnih zdravila Remicade, september 2014. 5. Maese PJ, Goffe B, Metz J et al. Etanercept in the treatment of psoriatic arthritis and psoriasis: a ramdomised trial. Lancet 2000 356: 385-390. 6. Data on file , PSUR 21, March 2014
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Picato® 150 mikrogramov/gram gel
3x0,47 g gela

Hitrost v zdravljenju
aktinicne keratoze

* * le za zdravljenje koze pri nehiperkeratoti¢ni, nehipertrofi¢ni
aktini¢ni keratozi pri odraslih bolnikih:
le po priporocilu dermatologa ali onkologa

Enkrat dnevno, 3 zaporedne dni

Aktini¢na keratoza na obrazu in lasiscu pri odraslih bolnikih
Eno tubo zdravila Picato® 150 pg/g gel (ki vsebuje 70 pug ingenol
mebutata) je treba enkrat dnevno nanesti na prizadeti predel in
postopek ponavljati 3 zaporedne dni.

Terapevtske indikacije: Zdravilo Picato® je indicirano za zdravljenje koze
pri nehiperkeratoticni, nehipertrofi¢ni aktini¢ni keratozi pri odraslih bolnikih.

Natancno preberite skrajSan povzetek lastnosti o zdravilu!

®

Ime zdravila Picato 150 mikrogramov/gram gel
Kakovostna in koli¢inska sestava 1 g gela vsebuje 150 mg ingenol mebutata. Vsaka tuba vsebuje 70 pg
ingenol mebutata v 0,47 g gela.
Terapevtske indikacije Zdravilo Picato je indicirano za zdravljenje koze pri nehiperkeratoticni,
nehipertrofiéni aktinicni keratozi pri odraslih bolnikih.
Odmerjanje in nain uporabe
Odmerjanje: Aktinicna keratoza na obrazu in lasiscu pri odraslih bolnikih Eno tubo zdravila Picato 150 pg/g gel
(ki vsebuje 70 pg ingenol mebutata) je treba enkrat dnevno nanesti na prizadeti predel in postopek ponavljati
3 zaporedne dni. Pediatricna populacija Zdravilo Picato ni primerno za uporabo pri pediatricni populaciji. Starejsi
bolniki Prilagoditev odmerka ni potrebna
Nacin uporabe: Vsebina tube zado¢a za zdravljenje povrsine 25 cm? (npr. 5 cm x 5 cm). Vsebino tube je treba
nanesti na eno zdravljeno povrsino velikosti 25 cm? Tuba je namenjena samo enkratni uporabi, zato jo po upo-
rabi zavrzite. Gel iz tube iztisnite na konico prsta, ga enakomerno porazdelite po celotni povriini prizadetega
mesta in pocakajte 15 minut, da se posusi. Vsebino ene tube lahko uporabite za zdravljenje enega mesta v ve-
likosti 25 cm2. Samo za enkratno uporabo.
Za zdravljenje vratu: ¢e je ve¢ kot polovica zdravljenega mesta na zgornjem delu vratu, je treba uporabiti od-
merjanje za obraz in lasii¢e. Ce je veé kot polovica zdravljenega mesta na spodnjem delu vratu, je treba upo-
rabiti odmerjanje za trup in okon¢ine. Bolnikom narocite, naj si po nanosu zdravila Picato nemudoma umijejo
roke z milom in vodo. Ce se zdravi roke, je treba umiti samo prst, s katerim se je nanesel gel. 6 ur po nanosu
zdravila Pic: ivajte jenja in se ga ne dotikajte. Po preteku tega ¢asa lahko zdravlj t
umijete z blagim milom in vodo.
Zdravila Picato ne nanasajte takoj po prhanju ali manj kot 2 uri pred spanjem.
Po nanosu zdravila Picato zdravljenega mesta ne pokrivajte z neprepustnimi povoji. Optimalne ucinke zdra-
vljenja je mogoce oceniti pnbllzno 8 (ednov po zdravljenju Ce se pri kontrolnem pregledu ugotovi nepopoln
ucinek, je treba znova skrbi in [ i obravnavi. Kliniéni podatki o zdravljenju
za ve kot en cikel zdravljenja, ki traja 2 ali 3 zaporedne dni, niso na voljo. Kliniéni podatki o zdravljenju ve¢
kot enega mesta niso na voljo. Kliniéni podatki o zdravljenju pri imunokomprimiranih bolnikih niso na voljo,
vendar ni pricakovati sistemskih tveganj, saj se ingenol mebutat ne absorbira sistemsko.
Kontraindikacije Preobcutljivost na zdravilno ucinkovino ali katero koli pomozno snov.
Posebna opozorila in previdnostni ukrepi
Izpostavljenost o¢i Stik z o¢mi je treba prepreciti. Ce pride do i itve, je treba odi
izprati z velikimi koli¢inami vode in bolnik naj ¢im prej poisce zdravnisko pomoc. Pricakovati je da se bodo v
primeru nenamerne izpostavitve oci zdravilu Picato pojavile tezave z o¢mi, kot so bolecina oesa, edem vekin
periorbitalni edem.
Zaugitje Zdravila Picato se ne sme zauiti. Ce pride do nenamernega zauzitja, naj bolnik spije veliko vode in
poisce zdravnisko pomot.
Splo3no Nanasanje gela Picato se ne priporoca, dokler koza, zdravljena s predhodnimi zdravili ali kirursko, ni
zaceljena. Zdravila se ne sme nanasati na odprte rane ali dele koze s poskodovano kozno pregrado. Zdravilo
Picato se ne sme uporabljati v bliZini oci, na notranjem predelu nosnic, na notranjem predelu uses ali na ustni-
cah.
Lokalni odzit Pricakuje se, da se bodo po nanosu zdravila Picato na kozi pojavili lokalni odzivi, kot so eri-
tem, prhljaj/luscenje in nastajanje krast . Lokalizirani odzivi koze so prehodniin se obicajno pojavijov 1 dnevu
od zacetka zdravljenja, najvecjo intenzivnost pa dosezejo en teden po zakljucku zdravljenja. Pri zdravljenju
obraza in lasi$¢a lokalizirani kozni odzivi obi¢ajno izzvenijo v 2 tednih od zadetka zdravljenja, pri zdravljenju
predelov na trupu in okoninah pa v 4 tednih. U¢inka jenja morda ne bo mog iti, dokler
se ne pozdravijo lokalni odzivi koze.
Izpostavljenost soncu Izvedene so bile $tudije, ki so ocenile vpliv UV-sevanja na kozo po enkratni ali veckratni
uporabi gela z ingenol mebutatom, 100 pg/g. Gel z ingenol mebutatom ni pokazal nobenega potenciala za
drazenje zaradi svetlobe ali za fotoalergijske ucinke. Vendar pa se je treba zaradi narave bolezni izogibati ¢ez-
merni izpostavitvi sonéni svetlobi (tudi porjavitvenim svetilkam in solarijem) ali izpostavitev ¢&im bolj zmanjsati.
Obravnava aktini¢ne keratoze Pri lezijah, ki so klini¢no atipi¢ne za aktinicno keratozo ali so sumljive za mali-
gnost, je treba opraviti biopsijo, za dolocitev primernega zdravljenja.

jno del je z drugimi zdravili in druge oblike interakcij $tudij medsebojnega delovanja niso
izvedli. Menijo, da interakcije s sistemsko absorbiranimi zdravili niso verjetne, saj se zdravilo Picato ne
absorbira sistemsko.
Plodnost, nose¢nost in dojenje
Nose¢nost Podatkov o uporabi ingenol mebutata prinose¢nicah ni. Studije na zivalih so pokazale blago toksi-
¢nost za zarodek/plod (glejte poglavje 5.3). Tveganja za ljudi, ki prejemajo kozno zdravljenje z ingenol mebu-
tatom, so malo verjetna, saj se zdravilo Picato ne absorbira sistemsko. Iz previdnostnih razlogov se je uporabi
zdravila Picato med nosecnostjo bolje izogibati.
Dojenje Ucinkov na dojene novorojence/otroke se ne pricakuje, ker se zdravilo Picato ne absorbira sistemsko.
Dojecim materam je treba dati navodilo, da novorojencek/dojencek 3e 6 ur po nanosu zdravila Picato ne sme
priti v telesni stik z zdravljenim mestom.
Plodnost Studij plodnosti z ingenol mebutatom niso izvedli.
Nezeleni ucinki

ovzetekvamostnega grofl Nezelenl ucinki, o katerih s najpogosteje pomcall, so lokalni kozni odzivi, vklju-
&no z eritemom, prhljaj jem, krastami, ijo in erozijo/ulceracijo na
mestu uporabe gela zingenol mebutatom; glejte preglednico 1za izraze po MedDRA. Po nanosu gela zingenol
mebutatom se je pri vecini bolnikov (> 95 %) pojavil en ali ve¢ lokalnih koznih odzivov. Pri zdravljenju obraza
in lasis¢a so porocali o okuzbi na mestu nanosa.

Seznam neZelenih u¢inkov v obliki preglednice V preglednici 1 je prikazana izpostavitev 499 bolnikov z akti-
nino keratozo zdravilu Picato 150 ug/g ali 500 pg/g v itirih z vehiklom nadzorovanih Studijah 3. faze, v katere
sta bila skupaj vkljuéena 1002 bolnika. Bolniki so enkrat dnevno prejemali lokalno zdravljenje (povr3ine 25 cm?)
2z zdravilom Picato v koncentraciji 150 pg/g 3 zaporedne dni ali 500 pg/g 2 zaporedna dneva ali lokalno zdra-
vljenje z vehiklom. V preglednici so predstavljeni nezeleni ucinki v skladu z MedDRA, razvri¢eni po organskih
sistemih in anatomski umestitvi.

Pogostnost nezelenih ucinkov je opredeljena kot:

zelo pogosti (> 1/10); pogosti (> 1/100 do < 1/10); obcasni (> 1/1.000 do < 1/100); redki (> 1/10.000 do
<1/1.000); zelo redki (< 1/10.000) in neznana (ni mogoce oceniti iz razpolozljivih podatkov).

V razvrstitvah pogostnosti so nezeleni u¢inki navedeni po padajocn resnosti.

Opis izbranih nezelenih ucinkov Lokalni kozni odzivi pri it iSca ozil cing,
prikaterih je bila incidenca > 1-odstotna, so: eritem na mestu uporabe (94 % 0z. 92 %), lu3¢enje koze namestu
uporabe (85 % o0z. 90 %), krasta na mestu uporabe (80 % oz. 74 %), oteklina na mestu uporabe (79 % oz. 64 %),
vezikule na mestu uporabe (13 % oz. 20 %), pustule na mestu uporabe (43 % oz. 23 %) in erozija mesta uporabe
(31%02.25 %).

Incidenca hudih lokalnih odzivov na kozi obraza in Iaslsca je bila 29-odstotna, na kozi nupa in okon¢in pa
17-odstotna. Hudi lokalni odzivi na kozi pri j lasi$¢a« oziroma »trupa/okoning, pri katerih
jebilaincidenca > 1-odstotna, so: eritem na mestu uporabe (24 % oz. 15 %), lus¢enje koze na mestu uporabe
(9% o0z. 8 %), krasta na mestu uporabe (6 % oz. 4 %), oteklina mesta uporabe (5 % 0z. 3 %) in pustule na mestu
uporabe (5 % 0z. 1 %).

Dolgotrajno sledenje Spremljali so celokupno 198 bolnikov s popolno ozdravitvijo lezij na 57. dan (184 se jih
je zdravilo z zdravilom Picato in 14 z vehiklom) $e 12 mesecev. Rezultati niso spremenili varnostnega profila
zdravila Picato

Prevelik janje Prevelik janje zdravila Picato lahko povzroti povecano incidenco lokalnih
odzivov koze. Obravnava i janja naj obsega jenje Klini¢nih sit

Posebna navodila za shranjevanje Shranjujte v hladilniku (2 °C - 8 °C). Odprte tube po prvem odprtju
zavrzite,

Vrsta ovojnine in vsebina Ve¢plastne eno odmerne tube z notranjo plastjo iz polietilena velike gostote
(HDPE) in aluminijasto pregradno membrano. Pokrovcki iz HDPE.

Zdravilo Picato 150 pg/g gel je pakirano v $katli s 3 tubami, od katerih vsaka vsebuje 0,47 g gela.

Imetnik dovoljenja za promet LEO Pharma A/S, Industriparken 55, 2750 Ballerup, Danska

Datum zadnje revizije 15.11.2012

Zastopnik v Sloveniji Pharmagan, d.o.0., Vodopivéeva 9, 4000 Kranj

1 Nezeleni uinki p kih sistemih v skladu zMedDRA
Pogostnost
Organski sistem | Obrazin lasisée [ Trupin okonéine
kel Ttske bolezni

pustule na mestu nanosa [ zelo pogosti [ zelo pogosti
okuzba na mestu nanosa | pogosti
Bolezni Zivéevja
glavobol [ pogosti [
Ocesne bolezni*
edem veke pogosti
bolecina v ocesu obéasni

iorbitalni edem pogosti
Splosne tezave in be na mestu aplikacijt
erozija na mestu nanosa zelo pogosti zelo pogosti
vezikule na mestu nanosa zelo pogosti zelo pogosti
oteklina na mestu nanosa zelo pogosti zelo pogosti
luscenje koze na mestu nanosa zelo pogosti zelo pogosti
krasta na mestu nanosa zelo pogosti zelo pogosti
eritem na mestu nanosa zelo pogosti zelo pogosti
boletina na mestu nanosa** zelo pogosti pogosti
pruritus na mestu nanosa pogosti pogosti
draZenje na mestu nanosa pogosti pogosti
izcedek na mestu nanosa obcasni
parestezija na mestu nanosa obéasni obcasni
razjeda na mestu nanosa obdasni obcasni
obéutek toplote na mestu nanosa obcasni

*: Oteklina na mestu nanosa na obrazu ali lasi3¢u se lahko razsiri na predel oci.
**Vkljuéno s pekocim obcutkom na mestu nanosa.
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9 ODOBRENIH INDIKACIJ

najve¢ med bioloskimi zdravili za Veé kot

samoinjiciranje' 750.000 BOLNIKOV

/-) po svetu se zdravi z
4

zdravilom HUMIRA*?

. Vec kot
17 LET KLINICNIH IZKUSENJ

z zacetki pri revmatoidnem artritisu’ 71 KLINICNIH RAZISKAV
v najvecji publikaciji o
varnosti zaviralcev TNF-a°

A

HUMIRA zaupanje

Edinstveni temelji za prihodnost

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. Terapevtske indikacije: Revmatoidni artritis: v kombinaciji z metotreksatom: zdravljenje zmernega do hudega aktivnega revmatoidnega
artritisa pri odraslih bolnikih, kadar odziv na imunomodulirajoa zdravila, vkljuéno z metotreksatom, ni zadosten; zdravljenje hudega, aktivnega in progresivnega revmatoidnega artritisa pri odraslih, ki prej Se niso
dobivali metotreksata. Juvenilni idiopatski artritis: 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¢ imunomodulirajogih antirevmaticnih zdravil. Artritis, povezan z entezitisom. za zdravljenje aktivnega artritisa, povezanega z entezitisom pri bolnikih, starih 6 let in veg, ki
S0 se neustrezno odzvali ali so intolerantni za obiajno zdravljenje. Ankilozirajoci spondilitis: zdravljenje hudega aktivnega ankilozirajo€ega 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. Psoriaticni artritis: zdravljenje aktivnega in napredujocega psoriati¢nega artritisa pri odraslih, ¢e odziv na predhodno zdravljenje z
imunomodulirajo€imi antirevmatiki ni bil ustrezen. Psoriaza: zdravljenje zmerne do hude kronicne 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 pediatricnih bolnikih: zdravljenje hude aktivne Crohnove bolezni pri pediatriénih 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 moéno aktivnega
ulceroznega kolitisa pri odraslih bolnikih, ki se ne odzovejo zadostno na obi¢ajno zdravljenie ali le-to ni mogoce. Odmerjanje in naéin uporabe: Odmerjanje: Zdravljenje mora uvesti in nadzorovati zdravnik specialist.
Revmatoidni artritis: odrasli bolnik: 40 mg adalimumaba vsak 2.teden v enkratnem odmerku v subkutani injekciji. Ankilozirajoci spondilitis, aksialni spondiloartritis brez radiografskega dokaza za AS in psoriaticni
artritis: 40 mg adalimumaba v enkratni subkutani injekciji vsak 2.teden. Psoriaza: odrasli bolniki: zadetni 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. Po indukcijskem zdravljenju je priporogeni odmerek 40 mg v subkutani
injekciji vsak drugi teden. Ulcerozni kolitis: med indukcijo pri odraslih bolnikih zzmerno do mo¢no aktivnim ulceroznim kolitisom 160 mg 0. teden in 80 mg 2. teden. Po indukcijskem zdravljenju 40 mg v subkutani
injekciji vsak 2.teden. Pediatri€na populacija: Juvenilni idiopatski artritis: Poliartikularni JIA od 2. do 12.leta starosti: 24 mg/m?® telesne povrine do najvegjega 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; Poliartikularni JIA od 13.leta starosti: 40 mg adalimumaba vsak 2.teden ne glede na telesno
povrsino. Uporaba zdravila Humira pri bolnikih, 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. Artritis, povezan z entezitisom: PriporoGeni odmerek pri bolnikih, starih 6 let in vec, je 24 mg/m’ telesne povrsine do najvecjega
posami¢nega odmerka 40 mg adalimumaba vsak drugi teden v subkutani injekciji. Pediatricni 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. Pediatricni bolniki s psoriaticnim artritisom in aksialnim spondiloartritisom, vkljucno z anksiloznim spondilitisom: Uporaba pri teh bolnikih
ni primerna. Nagin uporabe: uporablja se kot subkutana injekcija. Kontraindikacije: Preob&utljivost za zdravilno u¢inkovino ali katerokoli pomozno snov. Aktivna tuberkuloza ali druge hude okuzbe in oportunisticne
okuZzbe. Zmerno do hudo sréno popusdéanje. Posebna opozorila in previdnostni ukrepi: OkuZbe: Bolniki so bolj dovzetni za resne okuzbe. Okvarjena pljuéna funkcija lahko zve€a tveganie za razvoj okuzbe. Bolnike je zato
treba pred, med in po zdravljenju natan¢no 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. NevroloSki zapleti: Antagonisti TNF so bili v redkih primerih povezani s pojavom ali poslabsanjem 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:\ kontroliranih delih klini¢nih preizku$anj
zantagonisti TNF je bilo opazenih ve¢ primerov malignomov, vkljuéno z limfomi. Hematoloske reakcije: Redko opisana pancitopenija, vkljuno z aplasti¢no anemijo. Cepljenja: Uporaba Zivih cepiv pri dojenckih, ki so bili
izpostavljeni adalimumabu in utero, ni priporocljiva Se 5 mesecev po materini zadnji injekciji adalimumaba med nosecnostjo. Kongestivno sréno popuscanje: Pri bolnikih z blagim srénim popus¢anjem potrebna
previdnost. Avtoimunska dogajanja: Zdravljenje lahko povzro¢i nastanek avtoimunskih protiteles. Socasna uporaba bioloskih DMARDS ali antagonistov TNF: So¢asna uporaba z drugimi bioloskimi DMARDS
(t.j.anakinra in abacept) ali z drugimi antagonisti TNF ni priporocljiva. Operacije: Bolnika, ki med zdravljenjem potrebuje operacijo, je treba natanéno nadzirati glede okuzb. Starejsi ljudje: Posebna pozornost glede
tveganja okuzb. Medsehbojno delovanje z drugimi zdravili in druge oblike interakeij: \V kombinaciji z metotreksatom, je bilo nastajanje protiteles v primerjavi z monoterapijo manj$e. Kombinacija zdravila Humira in
anakinre ter zdravila Humira in abatacepta ni priporotljiva. Nosegnost in dojenje: Zenske ne smejo dojiti vsaj pet mesecev po zadnjem zdravljenju z zdravilom Humira. Nezeleni uginki: Najpogostejsi neZeleni uéinkiso
okuzbe (kot je nazofaringitis, okuzba zgornjih dihal in sinusitis), reakcije na mestu injiciranja (eritem, srbenje, hemoragija, bolecina ali otekanie), glavobol in miSiéno-skeletne bolecine. Drugi pogostejsi neZeleni ucinki:
razli€ne vrste okuzb; benigni tumor, karcinom koZe; levkopenija, trombocitopenija, levkocitoza; preob&utljivost, alergije; zviSanje lipidov, hipokalemija, hiperurikemija, nenormalni nivo natrija v krvi, hipokalcemija,
hiperglikemija, hipofosfotemija, dehidracija; spremembe razpoloZenja, anksioznost, nespecnost; glavobol, parestezije, migrena, stisnenje Zivénih korenin; motnje vidnega zaznavanja, konjunktivitis, vnetje veke,
otekanje o&i; vertigo; tahikardija; hipertenzija, zardevanje, hematom; kaSelj, astma, dispneja; bolegine v trebuhu, navzeja in bruhanje, gastroinestinalna krvavitev, dispepsija, bolezen gastroezofagealnega refluksa,
Sjogrenov sindrom; zviSani jetrni encimi; izpu$caj, poslabsanije ali pojav psoriaze, urtikarija, modrice, dermatitis, oniholiza, ¢ezmerno znojenije, alopecija, srbenje; misicnoskeletne bole€ine, miSiéni spazmi; hematurija,
ledviéna okvara; reakcija na mestu injiciranja, bolegina v prsih, edemi, poviana telesna temperatura; koagulacija in motnje krvavenja, prisotnost avtoprotiteles, zviSanije laktat dehidrogenaze v krvi; slabSe celjenje. Nagin
inreZim izdajanja: Predpisovanje in izdaja zdravila je le na recept. Imetnik dovoljenja za promet: AbbVie Ltd, Maidenhead, SL6 4XE Velika Britanija. Datum revizije besedila: 2.9.2014
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z dokazanim podaljSanjem prezivetja v
primerjavi z dakarbazinom in izkusnjami
pri zdravljenju vec tiso¢ bolnikov z
neoperabilnim ali metastaskim melanomom
s pozitivho mutacijo BRAF V600E/K.'

Skrajsan povzetek glavnih znacilnosti zdravila ZELBORAF

Za to zdravilo se izvaja dodatno spremljanje varnosti. Tako bodo hitreje na voljo nove informacije o njegovi
varnosti. Zdravstvene delavce naprosamo, da poro¢ajo o katerem koli domnevnem nezelenem ucinku zdravila.

Ime zdravila: Zelboraf 240 mg filmsko obloZene tablete

Kakovostna in koli¢inska sestava: Ena tableta vsebuje 240 mg vemurafeniba (v obliki precipitata vemurafeniba in hipromeloze
acetat sukcinata). Terapevtske indikacije: vemurafenib je indiciran za samostojno zdravijenje odraslih bolnikov z neresektabilnim
ali metastatskim melanomom, s pozitivno mutacijo BRAF V600. Odmerjanje in naéin uporabe: zdravljenje z vemurafenibom
mora uvesti in nadzorovati usposobljen zdravnik, ki ima izkusnje z uporabo zdravil za zdravljenje raka. Odmerjanje: priporoc¢eni
odmerek vemurafeniba je 960 mg (4 tablete po 240 mg) dvakrat na dan (to ustreza celotnemu dnevnemu odmerku 1920 mg).
Vemurafenib lahko vzamemo s hrano ali brez nje, izogibati pa se moramo stalnemu jemanju obeh dnevnih odmerkov na prazen
zelodec. Zdravljenje z vemurafenibom moramo nadaljevati do napredovanja bolezni ali pojava nesprejemljive toksiénosti. Ce
bolnik izpusti odmerek, ga lahko vzame do 4 ure pred naslednjim odmerkom za ohranitev sheme dvakrat na dan. Obeh odmerkov
pa ne sme vzeti hkrati. Ce bolnik po zauzitju vemurafeniba bruha, ne sme vzeti dodatnega odmerka zdravila, ampak mora z
zdravljenjem normalno nadaljevati. Prilagoditve odmerjanja: za obvladovanje nezelenih ucinkov ali ob podalj$anju intervala QTc
je potrebno zmanjsanje odmerka, zacasna prekinitev in/ali dokonéno prenehanje zdravljenja (za podrobnosti o prilagoditvi
odmerka, prosimo glejte SmPC zdravila). Zmanjsanje odmerka pod 480 mg dvakrat na dan ni priporocliivo. Ce se pri bolniku
pojavi ploscatocelicni karcinom koze, priporo¢amo nadaljevanje zdravljenja brez zmanj$anja odmerka vemurafeniba. Posebne
populacije: za bolnike, starejse od 65 let, prilagajanje odmerka ni potrebno. O bolnikih z okvaro ledvic ali jeter je na voljo malo
podatkov. Bolnike s hudo okvaro ledvic ali z zmerno do hudo okvaro jeter je treba pozorno spremljati. Varnost in u¢inkovitost
vemurafeniba pri otrocih in mladostnikih, mlajsih od 18 let, Se nista bili dokazani. Podatkov ni na voljo. Nacin uporabe: tablete
vemurafeniba je treba zauziti cele, z vodo. Ne sme se jih Zveciti ali zdrobiti. Kontraindikacije: preobcutljivost na zdravilno
ucinkovino ali katerokoli pomozno snov. Posebna opozorila in previdnostni ukrepi: pred uporabo vemurafeniba je treba z
validirano preiskavo potrditi, da ima bolnik tumor s pozitivno mutacijo BRAF V600. Dokazi o u¢inkovitosti in varnosti vemurafeniba
pri bolnikih s tumoriji z izrazeno redko BRAF V600 mutacijo, ki ni VBOOE ali V600K, niso prepricljivi. Vemurafeniba se ne sme
uporabljati pri bolnikih z malignim melanomom, ki ima divji tip BRAF. Preobéutljivostne reakcije: v povezavi z vemurafenibom so
bile opisane resne preobdéutljivostne reakcije, vkljuéno z anafilaksijo. Hude preobéutljivostne reakcije lahko vklju¢ujejo Stevens-
Johnsonov sindrom, generaliziran izpuscaj, eritem ali hipotenzijo. Pri bolnikih, pri katerih se pojavijo resne preobcutljivostne
reakcije, je treba zdravljenje z vemurafenibom dokonéno opustiti. KoZne reakcije: pri bolnikih, ki so prejemali vemurafenib, so v
kljuénem klinicnem preskusanju porocali o hudih koznih reakcijah, vkljucno z redkim Stevens-Johnsonovim sindromom in
toksi¢no epidermalno nekrolizo. Po prihodu vemurafeniba na trg so v povezavi z njim porocali o reakciji na zdravilo z eozinofilijo
in sistemskimi simptomi (DRESS, Drug Reaction with Eosinophilia and Systemic Symptoms). Pri bolnikih, pri katerih se pojavi
huda kozna reakcija, je treba zdravljenje z vemurafenibom dokoncno opustiti. PodaljSanje intervala QT: v nekontrolirani, odprti
studiji faze Il pri predhodno zdravljenih bolnikih z metastatskim melanomom, so opazili podalj$anje intervala QT, odvisnega od
izpostavljenosti vemurafenibu. PodaljSanije intervala QT lahko poveca tveganje za ventrikularne aritmije, vkljuéno s t. i. Torsade
de Pointes. Z vemurafenibom ni priporocljivo zdraviti bolnikov z elektrolitskimi motnjami (vkljuéno z magnezijem), ki jih ni mogoce
odpraviti, bolnikov s sindromom dolgega intervala QT in bolnikov, zdravljenih z zdravili, ki podalj$ajo interval QT. Pred zdravljenjem
z vemurafenibom, en mesec po zdravljenju in po spremembi odmerka je treba pri vseh bolnikih posneti elektrokardiogram (EKG)
in kontrolirati elektrolite (vkljuéno z magnezijem). Nadaljnje kontrole so priporocljive predvsem pri bolnikih z zmerno do hudo
jetrno okvaro, in sicer mese¢no prve 3 mesece zdravljenja, potem pa na 3 mesece oziroma pogosteje, ¢e je to klinicno
indicirano. Zdravljenja z vemurafenibom ni priporocljivo uvesti pri bolnikih, ki imajo interval QTc > 500 milisekund (ms). Bolezni
o¢i: porocali so o resnih nezelenih uc¢inkih na oceh, vkljuéno z uveitisom, iritisom in zaporo mreznic¢ne vene. Bolnikom je treba
o¢i redno kontrolirati glede morebitnih nezelenih ucinkov na oc¢eh. Plo§¢atocelicni karcinom koZe: pri bolnikih, zdravljenih z
vemurafenibom, so bili opisani primeri plo$catocelicnega karcinoma koze, vkljuéno s ploséatocelicnim karcinomom,
opredeljenim kot keratoakantom ali mesani keratoakantom. Priporocljivo je, da vsi bolniki pred uvedbo zdravljenja opravijo
dermatoloski pregled in da so med zdravljenjem delezni rednih kontrol. Vsako sumljivo spremembo je treba izrezati, poslati na
histopatolosko oceno in jo zdraviti v skladu z lokalnimi smernicami. Med zdravljenjem in do Sest mesecev po zdravljenju
ploscatocelicnega karcinoma mora zdravnik enkrat mesecno pregledati bolnika. Pri bolnikih, ki se jim pojavi ploscatocelicni
karcinom koze, je priporocljivo nadaljevati zdravljenje brez zmanj$anja odmerka. Nadzor se mora nadaljevati $e 6 mesecev po
prenehanju zdravljenja z vemurafenibom ali do uvedbe drugega antineoplasticnega zdravljenja. Bolnikom je treba naroditi, naj
svojega zdravnika obvestijo o pojavu kakrsnih koli sprememb na kozi. Plos¢atoceli¢ni karcinom, ki se ne nahaja na kozi: pri
bolnikih, ki so prejemali vemurafenib v Kliniénih preskusanjih, so poroéali o primerih ploséatoceliénega karcinoma, ki se ne
nahaja na kozi. Bolnikom je treba pred uvedbo zdravljenja in na 3 mesece med zdravljenjem pregledati glavo in vrat (pregled mora
obsegati vsaj ogled ustne sluznice in palpacijo bezgavk). Poleg tega morajo bolniki pred zdravijenjem in na 6 mesecev med
zdravljenjem opraviti racunalnisko tomografijo (CT) prsnega kosa. Pred in po kon¢anem zdravljenju ali kadar je klinicno
indicirano, je priporocljivo opraviti pregled zadnjika in ginekoloski pregled (pri zenskah). Po prenehanju zdravijenja z
vemurafenibom se mora nadzor glede ploscatocelicnega karcinoma, ki se ne nahaja na kozi, nadaljevati Se 6 mesecev ali do
uvedbe drugega antineoplasticnega zdravljenja. Nenormalne spremembe je treba obravnavati v skladu s Klini¢no prakso. Novi
primarni melanom: v klini¢nih preskusanjih so porocali o novih primarnih melanomih. Bolnike s taksnimi primeri so zdravili z
ekscizijo, bolniki pa so nadaljevali z zdravljenjem brez prilagoditve odmerka. Nadzor nad pojavom koznih lezij je treba izvajati, kot
je navedeno zgoraj pri plos¢atocelicnem karcinomu koze. Druge malignosti: glede na mehanizem delovanja lahko vemurafenib
povzroéi napredovanje rakov, povezanih z mutacijo RAS. Pred dajanjem vemurafeniba bolnikom, ki so imeli ali imajo raka,
povezanega z mutacijo RAS, skrbno razmislite o koristih in tveganijih. Poskodbe jeter: med uporabo vemurafeniba so porocali o
poskodbah jeter, vkljucno s primeri hudih poskodb. Pred uvedbo zdravljenja in mesecno med zdravljenjem oz. kot je klinicno
indicirano, je treba kontrolirati jetrne encime (transaminaze in alkalno fosfatazo) ter bilirubin. Laboratorijske nepravilnosti je treba
obvladati z zmanjsanjem odmerka, prekinitvijo zdravljenja ali prenehanjem zdravljenja (za podrobnosti o prilagoditvi odmerka,
prosimo glejte SmPC zdravila). Jetrna okvara: Bolnikom z jetrno okvaro zacetnih odmerkov ni treba prilagajati. Bolnike, ki imajo
zaradi metastaz v jetrih blago jetrno okvaro in nimajo hiperbilirubinemije, se lahko nadzoruje v skladu s splosnimi priporogili
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Podatkov o bolnikih z zmerno do hudo jetrno okvaro je le malo; pri takih bolnikih je izpostavljenost lahko vecja. Tako je posebej
po prvih tednih zdravljenja potreben skrben nadzor, saj lahko po daljSem obdobju (ve¢ tednih) pride do kopic¢enja. Ledvi¢na
okvara: bolnikom z blago ali zmerno ledvicno okvaro zacetnih odmerkov ni treba prilagajati. Pri bolnikih z hudo ledviéno okvaro
je treba vemurafenib uporabljati previdno ter jih pozorno spremljati. Fotosenzibilnost: pri bolnikih, ki so v klini¢nih studijah
prejemali vemurafenib, je bila opisana blaga do huda fotosenzibilnost. Vsem bolnikom je treba naroditi, naj se med jemanjem
vemurafeniba ne izpostavljajo soncu. V primeru fotosenzibilnosti stopnje 2 (neprenosiljivo) ali ve¢ so priporodliive prilagoditve
odmerka. Zenske v rodni dobi morajo med zdravljenjem in vsaj $e 6 mesecev po zdravljenju uporabljati uginkovito kontracepcijsko
zascito. Vemurafenib lahko zmanjsa ucinkovitost hormonskih kontraceptivov. So¢asno dajanje ipilimumaba: pri socasni uporabi
ipilimumaba in vemurafeniba so v preskusanju faze | porocali o asimptomatskih zvianjih transaminaz in bilirubina stopnje 3.
Glede na te preliminarne podatke so¢asna uporaba ipilimumaba in vemurafeniba ni priporocliiva. Medsebojno delovanje z
drugimi zdravili in druge oblike interakcij: vplivi vemurafeniba na substrate CYP vemurafenib lahko poveca izpostavijenost v
plazmi tistih snovi, ki se presnavljajo pretezno s CYP1A2; v takem primeru je treba razmisliti o prilagoditvi odmerka. Vemurafenib
lahko zmanjsa plazemsko izpostavijenost zdravilom, ki se presnavijajo pretezno s CYP3A4. Tako je lahko ucinkovitost
kontracepcijskih tablet, ki se presnavijajo s CYP3A4 in se uporabljajo so¢asno z vemurafenibom, zmanjsana. Pri substratin
CYP3A4, ki imajo ozko terapevtsko okno, je treba razmisliti o prilagoditvi odmerka. Zaenkrat $e ni znano ali lahko vemurafenib pri
100 pM koncentraciji v plazmi, ki je bila opazena pri bolnikih v stanju dinamiénega ravnovesja (priblizno 50 pg/ml), zmanjsa
plazemske koncentracije so¢asno dajanih substratov CYP2BS6, kot je bupropion. Kadar se vemurafenib pri bolnikih z melanonom
uporabi hkrati z varfarinom (CYP2C9), je potrebna previdnost. Tveganja za klinicno pomemben ucinek na socasno uporabljene
ucinkovine, ki so substrati CYP2C8, pa ni mogoce izkljuciti. Zaradi dolge razpolovne dobe vemurafeniba je mogoce, da
popolnega inhibitornega ucinka vemurafeniba na socasno dajano zdravilo ne opazimo, dokler ne mine 8 dni zdravijenja z
vemurafenibom. Po kon¢anem zdravljenju z vemurafenibom bo morda potreben 8-dnevni premor, da se izognemo interakcijam z
nadaljnjim zdravljenjem. Vpliv vemurafeniba na transportne sisteme zdravil moznosti, da vemurafenib morda poveca
izpostavljenost drugih zdravil, ki se prenasajo s P-gp, ni mogoce izkljuciti. Mozen vpliv vemurafeniba na druge prenasalce
trenutno ni znan. Vplivi so¢asno uporabljenih zdravil na vemurafenib studije in vitro kazejo, da sta presnova s CYP3A4 in
glukuronidacija odgovorni za presnovo vemurafeniba. Zdi se, da je tudi izlo¢anje z zol¢em pomembna pot izlocanja. Vemurafenib
je treba uporabljati previdno v kombinaciji z moc¢nimi inhibitorji CYP3A4, glukuronidacije in/ali prenasalnih beljakovin (npr.
ritonavirjem, sakvinavirjem, telitromicinom, ketokonazolom, itrakonazolom, vorikonazolom, posakonazolom, nefazodonom,
atazanavirjem). Socasna uporaba mocnih induktorjev P-gp, glukuronidacije, in/ali CYP3A4 (npr. rifampicina, rifabutina,
karbamazepina, fenitoina ali Sentjanzevke [Hypericum perforatum]) lahko vodi v suboptimalno izpostavljenost vemurafenibu in se
i je treba izogibati. Studije in vitro so pokazale, da je vemurafenib substrat sekretornih prenasalcev, P-gp in BCRP. Vplivi
induktorjev in inhibitorjev P-gp in BCRP na izpostavlienost vemurafenibu niso znani. Ne moremo pa izKljuéiti moznosti, da imajo
lahko zdravila, ki vplivajo na P-gp (npr. verapamil, ciklosporin, ritonavir, kinidin, itrakonazol) ali BCRP (npr. ciklosporin, gefitinib),
wpliv na farmakokinetiko vemurafeniba. Za zdaj ni znano, ali je vemurafenib substrat tudi za druge beljakovinske prenasalce.
Nezeleni uinki: med najpogostejsimi nezelenimi ucinki (> 30 %), o katerih so porocali v zvezi z vemurafenibom, so artralgija,
utrujenost, kozni izpuscaj, fotosenzibilnostna reakcija, navzea, alopecija in srbenje. Zelo pogosto je bil opisan plos¢atocelicni
karcinom koze. Sledijo najpogostejsi nezeleni ucinki, ki so se pojavili pri bolnikih, zdravijenih z vemurafenibom v studiji faze Il in
lIl'in dogodki iz varnostnih porocil vseh preskusanj in obdobja po prihodu zdravila na trg. Zelo pogosti: plos¢atoceli¢ni karcinom
koze, seboroi¢na keratoza, kozni papilom, zmanjsanje teka, glavobol, disgevzija, kaselj, driska, bruhanje, slabost, zaprtost,
fotosenzibilna reakcija, aktinicna keratoza, kozni izpuscaj, makulo-papulozen izpuscaj, papulozen izpuscaj, srbenje,
hiperkeratoza, eritem, alopecija, suha koza, sonc¢ne opekline, artralgija, mialgija, bolecina v okongini, misicno-skeletne bolecine,
bolecine v hrbtu, utrujenost, pireksija, periferni edem, astenija, zvisanje GGT. Pogosti: folikulitis, bazalnoceli¢ni karcinom, novi
primarni melanom, ohromelost sedmega Zivca, omotica, uveitis, sindrom palmarno-plantarne eritrodisestezije, panikulitis
(vkljuéno z nodoznim eritemom), pilarna keratoza, artritis, zvisanje ALT, alkalne fosfataze, bilirubina in izguba telesne mase,
podaljsanje QT. Posebne populacije: pri starejsih bolnikih (= 65 let) je mozna vecja verjetnost nezelenih ucinkov, vkljuéno s
ploscatoceli¢nim karcinomom koze, zmanj$anjem teka in motnjami srénega ritma. Med nezelene ucinke stopnje 3, ki so bili med
Kklinicnimi preskusanji vemurafeniba pri Zenskah opisani pogosteje kot pri moskih, spadajo kozni izpuscaj, artralgija in
fotosenzibilnost. Poro¢anje o domnevnih nezelenih ucinkih: prosimo, da o nezelenih ucinkih, ki jih opazite pri zdravljenju z
zdravilom Zelboraf, poroc¢ate v skladu s Pravilnikom o farmakovigilanci (Uradni list RS, &t. 57/14), na obrazcu za porocanije, ki je
objavljen na spletni strani www.jazmp.si. Prosimo, da izpolnjen obrazec posliete Univerzitetnemu klinicnemu centru Ljubljana,
Interna klinika, Center za zastrupitve, Zaloska cesta 2, SI-1000 Ljubljana, faks: + 386 (0)1 434 76 46, ali na elektronski
naslov: farmakovigilanca@kclj.si, lahko pa tudi Javni agenciji RS za zdravila in medicinske pripomocke (JAZMP), Sektor za
farmakovigilanco, Ptujska ulica 21, SI- 1000 Ljubljana, faks: + 386 (0)8 2000 510, alina elektronski naslov: h-farmakovigilanca@
jazmp.si. Rezim izdaje zdravila: Rp/Spec Imetnik dovoljenja za promet: Roche Registration Limited, 6 Falcon Way, Shire
Park, Welwyn Garden City, AL7 1TW, Velika Britanija Verzija: 4.0/14 Informacija pripravljena: Januar 2015 Samo za
strokovno javnost.

1. Povzetek glavnih znacilnosti zdravila Zelboraf, dostopano 6. 1. 2014 na http://www.ema.europa.eu/docs/sl_SI/
document_library/EPAR_-_Product_Information/human/002409/WC500124317.pdf
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vemurafenib
Ucinkovitost. Dokazi. 1zkusnje.
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SPREMENIMO ZIVIIENJE
VASIM BOLNIKOM

Remicade,
anti TNF-o indiciran
za zdravijen

o

o aktivne Crohnove bolezni,

e revmatoidnega artritisa,
@ ankilozirajocega spondilitisa,

I

3)Remicade

INFLIXIMAB
ZA BOLJSO PRINODNOST

SKRAJSAN POVZETEK GLAVNIH ZNACILNOSTI ZDRAVII.A Pred predplsnvan]em, prosimo, preberite celoten Povzetek glavnih znacilnosti zdravila, ki ga dobite pri naih strokovnih sodelavcih ali na sedezu druzbe Merck Sharp & Dohme! SESTAVA' Ena viala vsebuje 100 mg
infliksimaba. Infliksimab je himerno ¢lovesko—misj E titelo G1 pridobljeno v misjih hibridoma celicah s tehnologijo rekombinantne DNK. Po rekonstituciji vsebuje en mililiter 10 mg infliksimaba. INDIKACLIE: (i) V k°mb'“a('ﬁl znakov in
revmatoidnega artritisa ter izboljsanje funkeije skIelJ i odraslih bolnikih z aktivno boleznijo, kadar odziv na protirevmatitna zdravila, ki vplivajo na imunsko odzivnost, vklﬁucno 2 metotreksatom, ni zadosten; in pri odraslih bolnikih s hudo, aktivno in progresivno boleznuo ki 3e niso bili zdravljeni z
ali drugimi proti dravi Idravljenje zmerno do mono aktivne Crohnove bolezni pri odraslih bolnikih, ki se niso odzvali na celoten in ustrezen ciklus zdravljenja s Kortikosteroidom in/ali zdravilom za zaviranje imunske odzivnosti, ali pri tistih, ki ne prenasajo tovrstne terapije
ali ki imajo medicinske kontmlndlka(ue zanjo; zdravljenje aktivne Crohnove bolezni s fistulami pri odraslih bolnlklh ki se niso odzvali na celoten in ustrezen ciklus konvenuonalnega zdravljenJa (iii) Zdravljende hude, aktlvne (mhnove bolezni pri otrocih in mladostni stanh od 6 do 17 let, ki se niso odzvali
naobicajno terapijo, ter pri tisti, ki ne prenasajo teh obl(ajmh nacinov oziroma imajo k je zanﬂe (iv) Zdravljenjezmemo domocno aktivnega ul kolitisa pt ih bolnikih, kiso se dzvali na obicajno zdravljenje, ter pri tistih, kine prenasajo taksnega zdravljenja
ali imajo medicinske j. (v) Zd mocno aktivnega ul kolitisa pri pediatricnih bolnikih, starih od 6 do 17 let, ki so se nezadostno odzvali na obiajno zdravijenje, na primer na kortikosteroide in 6-MP ali AZA, ter pri tistih, ki ne prena§a;o ‘takSnega zdravljenja ali imajo
medicinske kontralndlkaclje zanj. (vi) Zdravljen je hudega aktivnega ankilozirajocega spondilitisa pri odraslih bolnikih, ki so se nezadostno odzvalina konvencwnalno terapijo. (vii) Zdravljenje aktivnega in napredu]omga psonaticne?a artritisa pri odraslih bolnikih v primeru nezadostnega odziva na predhodno
dravili DMARD v iji Z metotreksatom ali samostojno pri bolnikih, ki ne prenasajo ali pri katerih je kontraindiciran. zvm) Idravljenje zmerne do hude psoriaze s plaki pri odraslih bolnikih, ki se niso odzvali na druge sistemske terapije ali pa
imajo kontralndlka(l]o zanje ali jih ne prenasajo. ODMERJANJE IN NACIN UPORABE: Revmatoidni artritis: Odmerek je 3 mg/kg v intravenski infuziji v casu 2 ur. Temu naj sledita dodatni infuziji z odmerkoma 3 mg/kg, 2iin 6 tednov po prvi infuzij iji, potem pa na vsakih 8 tednov. (e e bolnik nezadostno odzove
na zdravilo ali ce pri njem odziv pozneje |zg|ne ‘mu lahko tudi postopoma povecujete odmerek za priblizno 1,5 mg/kg na vsakih 8 tednov, do najvec 7,5 mg/kg. Dvuﬁa moznost pa je, da bolniku daste 3 mg/kg Ze na vsake 4 tedne. Zmerno do mocno aktivna Crohnova bolezen: Odmerek je 5 mg/kg vintravenski
infuziji v Casu 2 ur, temu Ba naj sledita Se dodatni infuziji zdravila v odmerku 5 mg/kg v 2. tednu po pri nfuziji. Ce se bolnik ne odzove na zdravl]enje po 2 odmerkih zdravila, mu ne smete ve¢ dajati infliksimaba. Pri bolnikih, ki so se odzvali na zdravilo, so druge moznosti nadaljnjega zdravljenja naslednje:
Vzdrievalno zdravlj jenje: Dodatni infuziji v odmerku 5 mg/kg 6 tednov po prvem odmerku, cemur naj sledijo infuzije na vsaklh 8 tednov, ali ponovno dajanje zdravila: Infuzija odmerka 5 mg/kg, C Cese panov?(o znaki in simptomi bolezni. Aktivna Crohnova bolezen s fistulami: Intravenski infuziji 5 mg/kg v Casu
2 ur naj sledita dodatni infuziji 5 mg/kg 2 in 6 tednov po prvi infuziji. Pri bolnikih, ki se odzovejo na zdravilo, so moznosti naslednje: : Dodatne infuzije z od mg/kg na vsakih 8 tednov, ali ponovno dajanje: Infuzija 5 mg/kg zdravila, ¢e se ponovijo znaki in simptomi
bolezni, emur naj sledijo infuzije z odmerkom 5 mg/kg na vsakih 8 tednov. Ulcerozni kolits: Odmerek j je 5 mg/kg v obliki intravenske mfuzye ki naj traja 2 uri. Temu naj sledita dva dodatna infuzijska odmerka po 5 mg/kg v2.in6. tednu po prvi infuziji, potem pa zdravilo infundirajte bolniku na vsakih 8
tednov. Ankilozirajodi spondilitis: Odmerek je 5 mg/kg v intravenski infuziji v Casu 2 ur, emur naj sledita dodatni infuziji z odmerkoma 5 mg/kg 2 in 6 tednov po prvi infuziji, potem pa na vsakih 6 do 8 tednov. Psoriaticni artritis: Odmerek je 5 mg/kq v intravenski infuziji v ¢asu 2 ur, cemur naj sledita dodatni
infuziji z odmerkoma 5 mg/kg 2 in 6 tednov po prvi infuziji, potem pa na vsakih 8 tednov. Psoriaza: 5 mg/kg, dano v obliki 2 ure intravenske infuzije, potem pa dodatne infuzije odmerkov 5 mg/kg 2 in 6 tednov po prvi infuziji, potem pa na vsakih 8 tednov. Ponovna uporaba zdravila za vse indikacije: V
primeru TrEkInIIVE vzdrzevalnega zdravljenja, in potrebe po ponovni uvedbi zdravljenja, ni priporocljiva ponovna uporaba uvodne sheme. \/ tem primeru bolniku najprej ponovno uvedite zdravilo Remicade v enkratnem odmerku, pozneje pa mu spet predpisite vzdrzevalni odmerek zdravila v skladu s
priporocili, ki so podana zgoraj. Crohnova bolezen (pri bolnikih, starih od 6 do 17 let): Obicajen odmerek je 5 mg/kg. Bolniku ga dajte v obliki 2 urne intravenske infuzije, ki naj ji sledita Se dve inft istem odmerku, in sicer 2 in 6 tednov po prvi i i, potem pa nadaljujte z infuzijami za vzdrzevalno
zdravljenje na vsakih 8 tednov. Ulcerozni kolitis (od 6 do 17 let): Odmerek je 5 mg/kg v intravenski infuziji, ki traja 2 uri. Temu naj sledita dodatni infuziji z odmerkom 5 mg/kg 2iin 6 tednov po prvi infuziji, Eotem pa na vsakih 8 tednov. Skrajsane infuzije pri |nd|kacHah 2 odrasle bolnike: Pri skrbno izbranih
bolnikih, ki so dobro prenesli vsaj 3 zacetne 2-urne infuzije zdravila Remicade in so trenutno na vzdrz lahko razmislits skra]sanéu naslednjih infuzij, vendar ne na manj kot 1 uro. Ce pri| rajsani infuzi nastoi)(lz njo povezana reakdija in je treba zdravljenje nadaljevati, lahko pri naslednjih
|nfuzuah razmislite 0 uporabi manjse hitrosti infundiranja. Uporabe skrajsanih infuzij v odmerkih > 6 mg/kg niso proucevali. KONTRAINDIKACIJE: Bolniki zanamnezo preobcutljivosti na infliksimab, druge misje beljakovine ali katero od pomoznih snovi. Bolniki s tuberkulozo ali zdluelml hudimi okuzbami,
kakor so npr. sepsa, abscesi in oportunisticne okuzbe. Bolniki zzmernim do hudim srénim po#uitanjem (razred Il/IV po NYHA). POVZETEK POSEBNIH OPOZORIL, PREVIDNOSTNIH UKREPOV IN INTERAKCL: Za |zbo|gsanf S|ed|JIVOStI bioloskih zdravil, mora biti v kartoteki bolnika, ki zdravilo ﬁrejema
jasno dokumentirano (ali navedeno), zastiteno ime in Stevilka serije zdravila. Zdravljenje z infliksimabom je bilo povezano z akutnimi infuzijskimi reakcijami, vkljucnoz anafilaktiénim Sokom in poznimi preobéutljivostnimi reakcijami. Cese pojavi akutna mfuzuska reakcija, morate |nfuz|jo takoj prekiniti. Na
vulﬂo morajo biti sredstva za nujno pomot. Za preprecevanje blagih in prehodnih ucinkov lahko bolnikom pred zdravljenjem z zdravilom Remicade daste premedikacijo. Ce se pojavijo resne reakcije, morate uvesti SIITIE!OmatI(I'IO zdravljenje in bolniku ne smete vec dajati |nfu1|LteEa zdravila. Ce bolnik po
daljsem obdobju ponovno prejme zdravilo Remicade, ga morate skrbno spremljati zaradi morebitnega pojava znakov in simptomov pozne preobutljivosti. Pred, med in Eo zdravljenju z zdravilom Remicade morate bolnike skrbno spremljati, da ugotovite morebitne okuzbe, npr. tuberkulozo. Bolnika ne smete
vec zdraviti s tem zdravilom, ce dobi resno okuzbo ali sepso. Zaviranje TNFa lahko prikrije mmHmme okuzbe. Bolniki, ki jemljejo zaviralce TN, so bolj obcutljivi za resne okuzbe. Uporabo zdravila Remicade prekinite, ce se En bolniku pojavi nova resna okuzba ali sepsa, in mu uvedite ustrezno protimikrobno ali
pmtlgllw(noterapuo dokler ne bo okuzba obvladana, Pred zacetkom jenjaz zdravilom Remicade, morate vse bolnike Tegledatl in prelskatl a ut}z]owvne morebitno aktivno ali neaktivno tuberkulozo. Ce se pri bolnikih, zdravljenih z zdravilom Remlcade razvije resna istemska bolezen, jﬁtveba posumiti
ivno glivicno okuzho, kot il didiaza, pnevmacistoza, hi: kokcidioidomikoza ali blastomikoza, poleg tega pa je pri teh bolnikih ze zgod:ﬂ v poteku preiskav potreben posvet z zdravnikom, kiima strokovno znanje iz di in ih gli okuzb. Bolnike,
pn katerih obstaja tveganje za okuzbo z virusom hepatitisa B, je treba oceniti, ali imajo znake okuzbe s HBV, preden smete pri njih uvesti zdravljenje z zdravilom Remicade. Bolnike s simptomi ali znaki motenj delovan{: jeter morate pregledati oz. opraviti preiskave, da ugotovite morebnne nake po§kodbe
Jeter. Kombiniranje zdravila Remicade in abatacepta oz. anakinre ni prlporo(ljlvo Priporocamo, da Zivih cepiv in povzrociteljev okuzb v terapevtske namene ne dajete socasno z zdravilom Remicade. Pri pediatricnih bolnikih s Crohnovo boleznijo e je le mogoce opravite vsa ceplienja, v skladu s tekocimi
veljavnimi smernicami za cepljenje otrok, preden pri njih uvedete zdravljenje z zdravilom Reml(ade Relatlvno pomanjkanée TNFa kot posledica anti TNF terapije lahko sprozi avtoimunski proces. Infliksimab in druga zdravila, ki zavua%o TNFa, s bila v redkih primerih povezana z nevritisom vidnega Zivca,
epilepticnimi napadi in novim pojavom aI| Klinicnih simp in/aliz olezni Zivcevja, vkljucno z multiplo sklerozo in demielinizirajoce bolezni perifernega ilvEev;a vkljucno z Guillain Barréj bfevlm sindromom. Pri odlocanju o uvedbi zdravlje La
pri bolnikih, ki so tezki kadilci in lmaglo zato povetano tveganje za nastanek rakave bolezni, je potvebna prewdnost Glede na sedanje znanje ni mogoce izkljuciti tveganja za pojav limfomov ali drugih malignih bolezni pri bolnikih, zdravljenih z zaviralci TNF. Previdnost je potrebna tudi pri odlocanju o uved
zdravlfenja zzaviralci TNF pri bolnikih z rakavimi boleznimi v pretekli anamnezi ter pri odlocan]u otem, ali naj nadaljujete z zdravljenjem prib bolnikih, pri katerih se pojavi nov nova rakava bolezen. Zdravilo Remicade morate upovahl]atl previdno pri bolnikih z blagim srénim or i ﬁem (razred I/l po NYHA).
olniki

Pri bolnikih, ki so jemali zaviralce TNF, vklju¢no z zdravilom Remicade, so porocali o pojavu pancitopenije, levk penije. Pri bolnikih, jenih z zdravilom Remicade, ki so bili stari 65 let ali vec, je bila incidenca resnih okuzb vecja kot pri i 50 bili mlajsih od 65 let.
Pri zdvavljenju starostnikov je torej treba posvetiti posebno pozornost tvegan{u za nastanek okuzbe. Obstajajo zmaki, da socasna uporaba in drugih i dulatorjev pri bolnikih z idnim artritisom, psoriaticnim artritisom in Crohnovo boleznijo zmanjsa tvorbo Eromeles proti.
infliksimabu'in poveta koncentracijo infliksimaba v plazmi. Ni videti, da bi imeli kortikosteroidi Klinicno pomemben vpliv na farmakokinetiko infliksimaba. NEZELENI UCINKI: Na]pogoste15| nezeleni ucinek zdravila, o katerem so porocali v klininih preskusanjih, je bila okuzba zgornjih dihal, ki se je pojavila

pri 25,3 % bolnikov, zdravijenih z infliksimabom, in pri 16,5 % bolnikov iz kontrolne skupine. Med najresnej3e, z uporabo zaviralcev TNF povezane nezelene ucinke zdravila, o katerih so porocali pri uporabi zdravila Remlcade, sodijo reaktivacija HBV, kronicno sréno popuscanje, resne okuzbe (vkljufno $5epso,
oportunisticnimi okuzbami in TB), serumska bolezen (pozne preobcutljivostne reakcue) hematoloske reakcije, sistemski eritematozni lupus/lupusu podoben sindrom, demielinizirajoce bolezni, dogodki v zvezi z jetri ali Zol¢nikom, limfom, hepatosplenicni limfom celicT (HSTCL), érevesni allpenanalm absces
(pn Crohnow boleznl) ter resne z infuzijo povezane reakcije. NACIN IN REZIM IZDAJE ZDRAVILA: Zdravilo 6«2 zaradi svojih lastnosti, svoje relativne novosti ali zaradi varovang Javnega zdraVJa namenjeno izkljuéno za zdravljenje ki ga je mogoce sEremIJatl samo v bolni$nici. IMETNIK DOVOLJENJA ZA

PROMET Z ZDRAVILOM: Janssen Biologics B.V., Einsteinweg 101, 2333-CB-Leiden, Nizozemska DATUM ZADNJE REVIZIJE BESEDILA: 25. julij 2013 PRIPRAVLIENO V SLOVENIJI: junij 2014. Za dodatne informacije poklicite na predstavnistvo Merck Sharp & Dohme, inovativna zdravila d.o.o., Smamnska
cesta 140, 1000 Ljubljana, tel: 01/5204 349, faks 01/5204 350, LITERATURA: Povzetek glavnih znacilnosti zdravila Remicade. IZDAL IN ZALOZIL: Merck Sharp & Dohme, inovativna zdravila d.o.0., Smartinska cesta 140, 1000 Ljubljana. SAMO ZA STROKOVNO JAVNOST. GAST-1122414-0001 EXP:10/2016



HITER, MOCAN IN PODALJSAN UCINEK!

BELODERM beloderm

0,05 % betametazondipropionat

/E

Beloderm sedaj na voljo v 3 oblikah:
1. krema - za zdravljenje akutnih, eksudativnih koznih sprememb
2. mazilo - za zdravljenje kroni¢nih dermatoz ter ko je potreben okluzivni ué¢inek

3. dermalna raztopina - za zdravljenje dermatoz na lasiséu
in na porascenih delih telesa

Optimalno
zdravljenje
lasiséain
porascenih
delov koze

dermalne

raztopine By

betametazon
v obliki

dermalne
aztopine

Enostavno

beloderm

0,5 mg/g
dermalna raztopina
dermalna uporaba

betamethasonum

Uporaba zdravila Beloderm 0,5 mg/g
dermalna raztopina:

* Nekaj kapljic zdravila bolnik nanese
(s pomodjo kapalke) na prizadeto kozo 2 x/dan
in nezno vtre

* Po nanosu se zdravila ne izpira

* Po nanosu zdravila si umije roke

SKRAJSAN POVZETEK GLAVNIH ZNACILNOSTI ZDRAVILA

SESTAVA: 1 gram kreme, mazila ali dermalne raztopine vsebuje 0,5 mg betametazona. INDIKACIJE: Bolezni koZe, ki jih zdravimo z lokalnimi kortikosteroidi: alergijske bolezni koZe - akutne, subakutne in kroni¢ne oblike
kontaktnega alergijskega dermatitisa, profesionalnega dermatitisa, atopi¢ni dermatitis (nevrodermitis), dermatitis pod plenico, intertriginozni dermatitis, ekcematozni numularni dermatitis, dishidrotiéni dermatitis;
akutni in kroniéni nealergijski dermatitisi - fotodermatitisi, dermatitisi kot posledica rentgenskega sevanja, toksi¢ne reakcije zaradi pikov insektov; druge bolezni koze - psoriasis vulgaris, pemphigus vulgaris, lichen
ruber planus, lichen simplex chronicus, lupus erythematodes chronicus discoides, erythrodermia, erythema exsudativum multiforme, erythema anulare centrifugum in druge vrste eritemov. ODMERJANJE: Zdravljenje naj
ne bo dalj$e od 3 tednov. Koli¢ino zdravila Beloderm krema, mazilo ali dermalna raztopina, ki je potrebna za prekritje obolele povr§ine koze, z rahlim vtiranjem nanasamo v tankem sloju dvakrat na dan. Na podro¢jih koze
z debelim rozevinastim slojem je potrebna pogostejsa aplikacija. Zdravljenje je potrebno nadaljevati do kliniénega izbolj$anja. Pri uporabi zdravila Beloderm krema ali mazilo pri otrocih je potrebna previdnost, uporaba
zdravila naj bo &im kraja. Varnost in uginkovitost zdravila Beloderm dermalna raztopina pri otrocih, mlajsih od 18 let, $e nista bili dokazani. Ce zdravilo Beloderm uporabljate na obrazu ali pri otrocih, zdravljenje ne sme
trajati ve¢ kot 5 dni. KONTRAINDIKACIJE: Preobgutljivost za zdravilno u€inkovino ali katerokoli pomozno snov, virusna okuzba s koznimi spremembami (herpes, norice, koze), kozna tuberkuloza in kozne spremembe pri lu-
esu, akne, rozacea, perioralni dermatitis. POSEBNA OPOZORILA IN PREVIDNOSTNI UKREPI: Ce pri prvi uporabi zdravila Beloderm nastopi preobéutljivostna reakcija na kozi je treba terapijo takoj prekiniti. Uporaba zdravila
Beloderm ni priporoéljiva v kombinaciji z okluzivnimi povoji, razen, ¢e tako predpise zdravnik. Dolgotrajna uporaba na kozi obraza ni priporogljiva, ker lahko povzro¢i dermatitis, ki se kaze kot rozacea, perioralni dermatitis
in akne. Zdravilo se ne sme uporabljati na o¢eh ali v periokularnem obmogju zaradi moznosti nastanka katarakte, glavkoma, gliviéne okuzbe oéi in poslabsanja okuzbe z virusom herpesa. Zdravilo Beloderm se ne sme
uporabljati za zdravljenje varikoznih ulkusov goleni. Pri otrocih, zaradi ve¢je povrsine koze glede na telesno maso in nezadostno razvito rozeno plast koze, obstaja moznost sistemske absorpcije sorazmerno vegje kolicine
betametazona, kar lahko vodi do manifestacij sistemske toksi¢nosti. Izogibati se je treba uporabi pod plenicami (3e zlasti plasti¢nimi), ker le te delujejo kot okluzija in prav tako lahko povzrogijo vegjo absorpcijo uginkovin.
Pri otrocih, bolnikih z jetrno insuficienco in bolnikih, ki potrebujejo dolgotrajno zdravljenje, je potrebna previdnost, Se zlasti pri hkratni uporabi okluzivnega povoja zaradi moznosti poveéane absorpcije betametazona in
pojava sistemskih nezelenih u¢inkov. Na nekaterih delih telesa, kjer obstaja neke vrste naravna okluzija (dimlje, pazduha in perianalno podrogje), je pri lokalni uporabi zdravila Beloderm mozen nastanek strij, zato naj bo
uporaba zdravila na teh delih telesa ¢imbolj omejena. Lahko se pojavijo simptomi, povezani z odtegovanjem zdravila, v teh primerih je potrebno nadomestno jemanije kortikosteroidov. V primeru glivi¢nih ali sekundarnih
bakterijskih infekcij koznih lezij je potrebna dodatna uporaba antimikotikov oz. antibiotikov. Na lasi$¢u je treba zdravilo Beloderm uporabljati previdno zaradi izredno moéne prekrvavitve in poveéane absorpcije. Zdravilo
Beloderm 0,5 mg/g krema vsebuije cetil in stearilalkohol, ki lahko povzroéi lokalne koZne reakcije. INTERAKCIJE: Medsebojno delovanje zdravila Beloderm z drugimi zdravili ni znano. NOSECNOST IN DOJENJE: Uporaba
zdravila Beloderm je pri nose¢nicah dovoljena samo v primeru, ko zdravnik oceni, da je pri¢akovana korist za mater vetja od moznega tveganja za plod. V takih primerih je treba uporabljati najmanjse u€inkovite odmerke
&im krajsi ¢as na Eim manjsi telesni povrsini. Po presoji zdravnika lahko zdravilo Beloderm uporabljajo tudi doje¢e matere, vendar se zdravilo pred dojenjem ne sme nanasati na kozo dojk. VPLIV NA SPOSOBNOST VOZNJE
IN UPRAVLJANJA S STROJI: Zdravilo Beloderm nima vpliva na sposobnost voznje in upravljanja s stroji. NEZELENI UCINKI: Pogosti: sekundarne okuzbe, ob&utek pecenja, srbenje, drazenje, suhost, folikulitis, hipertrihoza,
aknam podobni izpus¢aji, hipopigmentacija, teleangiektazije, perioralni dermatitis, alergijski kontaktni dermatitis, maceracija koze, atrofija koZe, strije, miliarija. Redki: insuficienca nadlevi¢ne Zleze. VRSTA OVOININE
IN VSEBINA: Skatla s tubo po 40 g kreme ali mazila; vsebnik s 100 ml dermalne raztopine (bela plastenka z rumeno varnostno navojno zaporko iz HDPE in bela kapalka iz LDPE). REZIM IZDAJE: Zdravilo se izdaja samo na
recept. IMETNIK DOVOLJENJA ZA PROMET: Belupo d.o.0., Dvorzakova 6, 1000 Ljubljana, Slovenija. DATUM ZADNJE REVIZIJE BESEDILA: 11.04.2014.

Gradivo je namenjeno samo strokovni javnosti. Podrobnejse informacije o zdravilu in povzetek glavnih znacilnosti zdravila so vam na voljo pri strokovnih sodelavcih in na sedezu podjetja Belupo.
Datum priprave informacije: februar 2015

. .| BELUPO, d.o.0., Dvorzakova ulica 6, 1000 Ljubljana
B H_u PU Bodimo zdravi! Tel: 01 300 95 10, faks: 01 432 63 11  E-posta: info@belupo.si, www.belupo.si
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4th World Psoriasis & Psoriatic Arthritis Conference
July 8 - 11, 2015

INTERNATIONAL FEDERATION Stockholm Waterfront Congress Center

OF PSORIASIS ASSOCIATIONS

smnl Welcome | Committees ‘ Scientific program ‘ Complementary program ‘ Registration ‘ Events ’ Venue ‘ Information ‘ Exhibitors ’ Contact ‘ IFPA ’

The International Federation of Psoriasis Associations welcomes You to
the 4th WORLD PSORIASIS & PSORIATIC ARTHRITIS CONFERENCE 2015

a€mePsoriasis - new insights and innovationsa€

REGISTRATION IS NOW OPEN!

3
@PsoriasisIFPA
#WPPAC15




PSORIASIS
INTERNATIONAL NETWORK

5* CONGRESS OF THE PSORIASIS INTERNATIONAL NETWORK

PSORIASIS 2016 on BETE LTS

WELCOME ADDRESS

Dear Colleagues and Friends,

Committees On behalf of the Psoriasis International Network (PIN) of FRT-Fondation René Touraine, represented by professors Luigi
Naldi and Thomas Luger, it is our great pleasure to cordially invite you to participate to PSORIASIS 2016 - Sth Congress of the
Psoriasis international Network. SOLAPSO — Latin American Society of Psoriasis is one of the most dynamic regional
psoriasis networks within PIN and was handed the ibility of the scientifi ination of the cong by the ibly
of PIN National Representatives.

Programme

Schedule at a glance This congress series is directly aimed to serve the needs of practicing dermatologists involved in psoriasis care across
countries in outpatient services, hospital settings, and private practice, focusing on the patient management and therapeutic
strategies with a special emphasis on the daily medical practice. Therefore, we have invited keynote speakers throughout the
Scientific Programme world and from all fields of psoriasis research and care to report on their experiences and deliver insight into the latest results
and clinical studies.

Abstract submission For 2016, in close collaboration with SOLAPSO, the Sth Congress of the Psoriasis International Network proposes a dynamic,
interdisciplinary and interactive programme, including rheumatology points. A special attention will be given to psoriasis
management in different scenarios, psoriatic arthritis and psychodermatology.

CME Credits
Furthermore, topics such as therapeutic targets in psoriasis, psoriasis in paediatrics, phototherapy, topical and systemic
General Information t and i herapies, life quality and adherence to treatment, patient ion, registries, pharmac i

and psoriasis and internal medicine wil also be addressed in workshops which allow you to directly interact with
internationally experienced speakers.

Registration and
Accommodation Make sure that you don't miss this unique opportunity to update your knowledge on psoriasis, and take also the advantage to
enjoy Paris at this wonderful time of the year!

Partnership and Exhibition Sincerely,
Download
Contact
News
Key dates
NEWSLETTER
If you wish to be informed on updates

about the conference, please submit
your email address here:

Enter your email address

Luigi NALDI, Italy Thomas LUGER, Germany Nelida RAIMONDO, Argentina
President of PIN President President
Scientific Committee of FRT Scientific Board of SOLAPSO
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PSORIASIS

PSORIASIS 2016 on RET LY

Welcome address

SCIENTIFIC PROGRAMME

Main Scientific TOpiCS
Committees < " -
« Therapeutic targets in psoriasis
« Psoriasis in paediatrics

 Psoriasis in different

Schedule at a glance « Psoriatic arthritis
« Phototherapy

« Topical, systemic and biologi (i

Abstract submission « Combined therapies and transition treatments

« Life quality and adherence to treatment
CME Credits
« Patient-oriented therapies and patient education

General Information « Psychodermatology

« Registries: regional differences and uncovered needs
Registration and E s &
Accommodation * Phar and ina world

« Internal Medicine and Psoriasis
Partnership and Exhibition

Download Scientific Programme

The scientific programme will be available on line in September 2015

Contact
News
Key dates
NEWSLETTER
If you wish to be informed on updates

about the conference, please submit
your email address here:
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