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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
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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.
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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%, κ = 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%, κ = 0.733 (95% CI = 0.669 
to 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 κ = 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 

Sample TPHA Immulite 2000 CIA RPR IgG-FTA-ABS IgM-FTA-ABS Captia IgM-EIA IgG-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)

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. 
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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 κ = 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 
is inconclusive 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 

needed to diagnose and stage patients with suspected syphilis, and 
they must continue to use nontreponemal serology to monitor re-
sponse to treatment.
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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 Taq 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 + Γ + I.

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.

Figure 1 |  Phylogenetic position of HPV204 (KP769769) in the Mu-PV genus. The numbers at the internal nodes represent Bayesian posterior probability values.
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so izbočena fontanela, glavobol in obojestranski edem papile.•Nosečnost in dojenje Ker varnosti uporabe lokalnih 
kortikosteroidov pri nosečih ženskah še niso ugotovili, smete zdravila iz te skupine predpisati v času nosečnosti le, če 
pričakovana korist zdravljenja matere upraviči morebitno tveganje za plod. Pri nosečih ženskah ne smete v veliki meri 
predpisovati zdravil iz te skupine v večji količini ali za daljši čas.Ker ni znano, ali lahko lokalna uporaba kortikosteroidov 
vodi do zadostne sistemske absorpcije zdravila za prehajanje zdravila v materino mleko v merljivih količinah, se morate 
odločiti, ali naj mati preneha dojiti ali pa uporabljati zdravilo, upoštevajoč pomembnost zdravila za mater.• Neželeni 
ucinki: Med opisane neželene učinke sodijo pekoč občutek, srbenje, draženje, suha koža, folikulitis, hipertrihoza, aknam 
podobni izpuščaji, hipopigmentacija, teleangiektazije, perioralni dermatitis, alergijski kontaktni dermatitis, maceracija 
kože*, atrofija kože*, strije*, miliaria*  *Označeni neželeni učinki so lahko bolj pogosti pri uporabi okluzivnega povoja.
Prosimo, preberite celoten seznam porocanih neželenih ucinkov zdravila v poglavju 4.8 Povzetka glavnih znacilnosti zdravila. • Nacin in 
režim izdaje zdravila: Predpisovanje in izdaja zdravila je le na recept. • Imetnik dovoljenja za promet: Merck Sharp & Dohme, 
inovativna zdravila d.o.o., Šmartinska cesta 140, 1000 Ljubljana, Slovenija• Datum zadnje revizije besedila: 20.11.2012

krema 15 g
mazilo 15 gDiprogenta®

Ime zdravila: Diprogenta 0,5 mg/1 mg v 1 g  krema, Diprogenta 0,5 mg/1 mg v 1 g  mazilo • SESTAVA: 1 g kreme 
Diprogenta vsebuje 0,5 mg betametazona, kar ustreza 0,64 mg betametazondipropionata in 1 mg gentamicina, 
kar ustreza 1,67 mg gentamicinijevega sulfata. • Terapevtske indikacije: Zdravilo Diprogenta je indicirano za lajšanje 
vnetnih znakov dermatoz, ki se odzivajo na kortikosteroide, če pride do zapletov v obliki sekundarne okužbe z 
organizmi, ki so občutljivi na gentamicin, ali če sumite na takšno okužbo. Med te bolezni sodijo psoriaza, kontaktni 
dermatitis (dermatitis venenata), atopični dermatitis (otroški ekcem, alergijski dermatitis), nevrodermitis (lichen simplex 
chronicus), lichen planus, ekcem (vključno z numularnim ekcemom, ekcemom rok, ekcematoznim dermatitisom), 
intertrigom, dishidrozo (pompholyx), seboroičnim dermatitisom, eksfoliativnim dermatitisom, fotodermatitisom, 
dermatitisom zaradi venskega zastoja in anogenitalnim in senilnim pruritusom.• Kontraindikacije: Preobčutljivost 
za zdravilno učinkovino ali katerokoli pomožno snov.• Posebna opozorila in previdnostni ukrepi: Če pri uporabi zdravila 
Diprogenta nastopi draženje ali senzibilizacija, morate s terapijo prenehati. Vsak od neželenih učinkov, ki so jih opisovali 
pri sistemski uporabi kortikosteroidov, vključno s supresijo nadledvične žleze, se lahko pojavi tudi pri lokalni uporabi 
kortikosteroidov, še posebej pri dojenčkih in otrocih. Sistemska absorpcija lokalnih kortikosteroidov je povečana, če 
zdravimo velike površine telesa ali če uporabimo okluzivni povoj. V tem primeru ali če pričakujete dolgotrajno uporabo 
zdravila, upoštevajte ustrezne previdnostne ukrepe, še posebej pri dojenčkih in otrocih. Sistemska absorpcija lokalno 
uporabljenega gentamicina je lahko povečana, če zdravite obsežno površino kože, še posebej če traja zdravljenje dlje 
časa ali v primeru poškodbe dermisa. V teh primerih bi lahko nastopili neželeni učinki, ki se pojavijo pri sistemski 
uporabi gentamicina. V teh pogojih je priporočljiva previdna uporaba, še posebej pri dojenčkih in otrocih. Podaljšana 
uporaba lokalnih antibiotikov občasno omogoči razrast neobčutljivih organizmov, na primer glivic. Če se to zgodi, ali če 
pride do draženja, senzibilizacije ali superinfekcije, morate zdravljenje z gentamicinom ukiniti in uvesti ustrezno terapijo. 
Zdravilo Diprogenta ni namenjeno uporabi na očeh. Uporaba v pediatriji: Pediatrični bolniki so lahko bolj občutljivi 
od odraslih bolnikov na supresijo hipotalamo-hipofizno-adrenalne (HPA) osi pri uporabi lokalnih kortikosteroidov in na 
učinke eksogenih kortikosteroidov, ker je absorpcija pri njih večja zaradi večjega razmerja med površino kože in telesno 
maso. Pri otrocih, ki so prejemali lokalne kortikosteroide, so poročali o supresiji hipotalamo-hipofizno-adrenalne osi, 
Cushingovem sindromu, zastoju linearne rasti, zapoznelem pridobivanju telesne mase in intrakranialni hipertenziji. 
Znaki supresije nadledvične žleze pri otrocih so nizka koncentracija kortizola v plazmi in neodzivnost na stimulacijo 
z ACTH. Znaki intrakranialne hipertenzije so izbočena fontanela, glavobol in obojestranski edem papile.Zdravilo 
Diprogenta  krema vsebuje klorokrezol, ki lahko povzroči alergijske reakcije. Cetil in stearil alkohol lahko povzroči 
lokalne kožne reakcije(npr. kontaktni dermatitis).•Nosečnost in dojenje Ker varnosti uporabe lokalnih kortikosteroidov 
pri nosečih ženskah še niso ugotovili, smete zdravila iz te skupine predpisati v času nosečnosti le, če pričakovana korist 
zdravljenja matere upraviči morebitno tveganje za plod. Pri nosečih ženskah ne smete predpisovati zdravil iz te skupine 
v večji količini ali za daljši čas. Ker ni znano, ali lahko lokalna uporaba kortikosteroidov vodi do zadostne sistemske 
absorpcije zdravila za prehajanje zdravila v materino mleko v merljivih količinah, se morate odločiti, ali naj mati preneha 
dojiti ali pa uporabljati zdravilo, upoštevajoč pomembnost zdravila za mater.• Neželeni ucinki: Med opisane neželene 
učinke pri lokalni uporabi kortikosteroidov, še posebej pod okluzivnim povojem, sodijo pekoč občutek, srbenje, 
draženje, suha koža, folikulitis, hipertrihoza, akneiformni izpuščaji, hipopigmentacija, perioralni dermatitis, alergijski 
kontaktni dermatitis, maceracija kože, atrofija kože, strije, miliarija,  preobčutljivost ter razbarvanje kože ter sekundarne 
okužbe. Zdravljenje z gentamicinom je povzročilo prehodno draženje, vključno z eritemom in pruritusom, vendar zaradi 
njih običajno ni potrebna prekinitev zdravljenja.Prosimo, preberite celoten seznam porocanih neželenih ucinkov zdravila v poglavju 
4.8 Povzetka glavnih znacilnosti zdravila. • Način in režim izdaje zdravila: Predpisovanje in izdaja zdravila je le na recept. • 
Imetnik dovoljenja za promet: Merck Sharp & Dohme, inovativna zdravila d.o.o., Šmartinska cesta 140, 1000 Ljubljana, 
Slovenija• Datum zadnje revizije besedila: 28.11.2012

krema 15 gLotriderm®

Ime zdravila: Lotriderm 0,5 mg/g/10 mg/g krema • SESTAVA: 1 g  kreme vsebuje 10 mg klotrimazola  in 0,5 mg 
betametazona, kar ustreza 0,64 mg betametazondipropionata. • Terapevtske indikacije: Zdravilo Lotriderm je 
indicirano za lokalno zdravljenje naslednjih okužb kože: tinea pedis, tinea cruris in tinea corporis, katerih povzročitelji 
so Trichophyton  rubrum, Trichophyton mentagrophytes, Epidermophyton floccosum in Microsporum canis, in 
kandidiaza, ki jo povzroča Candida albicans.• Kontraindikacije: Preobčutljivost za zdravilno učinkovino ali katerokoli 
pomožno snov.• Posebna opozorila in previdnostni ukrepi: Zdravila Lotriderm ne smete uporabljati z okluzivnim povojem. 
Če se pri uporabi zdravila Lotriderm pojavi draženje kože ali senzitizacija, prenehajte z zdravljenjem in takoj uvedite 
ustrezne terapevtske ukrepe. V primeru bakterijske okužbe mora bolnik sočasno jemati tudi ustrezen antibiotik. Če 
odziv na zdravljenje ni viden takoj, naj bolnik preneha uporabljati zdravilo Lotriderm, dokler bakterijska okužba ne bo 
zadovoljivo pozdravljena. Če se bolnik ne odziva na zdravljenje z zdravilom Lotriderm, morate ponoviti mikrobiološke 
preiskave, da pred uvedbo drugega antimikotika potrdite diagnozo in izključite možnost okužbe z drugimi povzročitelji. 
Vsi neželeni učinki, ki se pojavijo pri sistemski uporabi kortikosteroidov, vključno s supresijo nadledvične žleze, znaki 
Cushingovega sindroma, hiperglikemijo in glukozurijo, lahko nastopijo tudi pri zdravljenju z lokalnimi kortikosteroidi. 
Sistemska absorpcija lokalnih kortikosteroidov je večja pri uporabi močnejših kortikosteroidov, pri daljši uporabi in 
pri uporabi na večji površini kože. Bolnike, ki prejemajo velike odmerke močnih lokalnih kortikosteroidov na večji 
površini kože, občasno preglejte in opravite ustrezne preiskave, da ugotovite morebitne znake supresije hipotalamo-
hipofizno-suprarenalne osi. Če ugotovite supresijo, zdravilo bodisi ukinite ali zmanjšajte pogostnost nanašanja, ali pa 
ga zamenjajte z manj močnim kortikosteroidom.  Po prekinitvi uporabe zdravila je povrnitev normalnega delovanja 
hipotalamo-hipofizno-suprarenalne osi običajno takojšnja in popolna. V redkih primerih se lahko pojavijo znaki in 
simptomi odtegnitve kortikosteroidov, zaradi katerih je potrebna dodatna sistemska terapija s kortikosteroidi. Zdravilo 
Lotriderm ni namenjeno oftalmološki uporabi. Uporaba v pediatriji: Pediatrični bolniki so v primerjavi z odraslimi 
bolj občutljivi na supresijo hipotalamo-hipofizno-suprarenalne osi, ki jo sprožijo lokalni kortikosteroidi, in na učinke 
eksogenih kortikosteroidov, ker je pri njih absorpcija zdravila skozi kožo večja zaradi večjega razmerja med površino 
kože in telesno maso. Pri otrocih, ki so prejemali lokalne kortikosteroide, so poročali o supresiji hipotalamo-hipofizno-
suprarenalne osi, Cushingovem sindromu, zastoju rasti v višino in pridobivanja teže ter intrakranialni hipertenziji. Znaki 
supresije nadledvične žleze pri otrocih so npr. nizka plazemska koncentracija kortizola in neodzivnost na stimulacijo 
z ACTH. Znaki intrakranialne hipertenzije pa so npr. izbočene fontanele, glavobol in obojestranski papiloedem. Pri 
pleničnem izpuščaju ne priporočamo uporabe zdravila Lotriderm.•Nosečnost in dojenje Ker varnosti uporabe lokalnih 
kortikosteroidov pri nosečih ženskah še niso ugotovili, smete zdravila iz te skupine predpisati v času nosečnosti le, če 
pričakovana korist zdravljenja matere upraviči morebitno tveganje za plod. Pri nosečih ženskah ne smete v veliki meri 
predpisovati zdravil iz te skupine v večji količini ali za daljši čas. Ker ni znano, ali lahko lokalna uporaba kortikosteroidov 
vodi do zadostne sistemske absorpcije zdravila za prehajanje zdravila v materino mleko v merljivih količinah, se morate 
odločiti, ali naj mati preneha dojiti ali pa uporabljati zdravilo, upoštevajoč pomembnost zdravila za mater.• Neželeni 
ucinki: V redkih primerih so pri kombiniranem zdravljenju s klotrimazolom in betametazondipropionatom poročali o 
naslednjih neželenih učinkih: parestezije, makulopapulozni izpuščaj, edem in sekundarne okužbe. Neželeni učinki 
klotrimazola so bili: eritem, občutek zbadanja, mehurji, luščenje kože, edem, srbenje, urtikarija in splošno draženje 
kože. Pri uporabi lokalnih kortikosteroidov so poročali o naslednjih lokalnih neželenih učinkih: pekoč občutek, srbenje, 
draženje in suhost kože, folikulitis, hipertrihoza, aknam podobni izpuščaji, hipopigmentacija, perioralni dermatitis, 
alergijski kontaktni dermatitis, maceracija kože, sekundarne okužbe, atrofija kože, strije in miliarija, krhkost kapilar 
(ekhimoze), senzibilizacija. Pri otrocih, ki so prejemali lokalne kortikosteroide, so poročali o supresiji hipotalamo-
hipofizno-suprarenalne (HHS) osi, Cushingovem sindromu in intrakranialni hipertenziji. Znaki supresije nadledvične 
žleze pri otrocih so: zastoj rasti v višino in pridobivanja teže, nizka plazemska koncentracija kortizola in neodzivnost na 
stimulacijo z ACTH. Znaki intrakranialne hipertenzije so npr. izbočene fontanele, glavobol in obojestranski papiloedem. 
Pri uporabi  kombinacije klotrimazola in betametazon dipropionata so poročali o naslednjih neželenih učinkih: 
okužba, parestezije, makulopapulozni izpuščaj in edem.  Pri uporabi samega klotrimazola so poročali o naslednjih 
neželenih učinkih: eritem, mehur, luščenje kože, pruritus, urtikarija, draženje kože, edem, bolečina. Pri uporabi lokalnih 
kortikosteroidov so poročali o naslednjih lokalnih neželenih učinkih: okužba, folikulitis, motnje hipotalamo-hipofizne 
osi in supresija nadledvične žleze, Cushingov sindrom, slabo pridobivanje telesne mase, zvišan intrakranialni tlak, 
izbočenje fontanel, glavoboli, papiloedem, krhke kapilare, občutek pečenja kože, pruritus, draženje kože, suha koža, 
hipertrihoza, dermatitis z aknami, hipopigmentacija kože, dermatitis, kontaktni dermatitis, maceracija kože, atrofija 
kože, strije na koži, apokrina miliarija in vročinski izpuščaj, ekhimoze, alergijski dermatitis, zastoj rasti, zmanjšana 
koncentracija kortizola v krvi, nenormalen izvid ACTH stimulacije. Prosimo, preberite celoten seznam porocanih neželenih 
ucinkov zdravila v poglavju 4.8 Povzetka glavnih znacilnosti zdravila. • Nacin in režim izdaje zdravila: Predpisovanje in izdaja 
zdravila je le na recept. • Imetnik dovoljenja za promet: Merck Sharp & Dohme, inovativna zdravila d.o.o., Šmartinska cesta 
140, 1000 Ljubljana, Slovenija• Datum zadnje revizije besedila: 14.11.2012

dermalna raztopina 100 ml 
krema 30 g in 50 g
mazilo 30 g in 50 g

Diprosone®

Ime zdravila: ELOCOM 1 mg/g mazilo; Elocom 1 mg/g krema; Elocom 1 mg/g dermalna raztopina • SESTAVA: 1 g mazila/
kreme/dermalne raztopine vsebuje 1 mg mometazonfuroata. • Terapevtske indikacije: Za lajšanje simptomov vnetnih in 
srbecih dermatoz, ki se odzovejo na kortikosteroidno terapijo, kot so npr. psoriaza, atopicni dermatitis ter dražec in/ali 
alergijski kontaktni dermatitis. • Kontraindikacije: Zdravilo Elocom je kontraindicirano pri obrazni rozacei, aknah vulgaris, 
atrofiji kože, perioralnem dermatitisu, perianalnem in genitalnem pruritusu, pleničnem izpuščaju, bakterijskih okužbah 
(npr. impetigu, piodermi), virusnih okužbah (npr. herpes simpleksu, herpes zostru, noricah, navadnih bradavicah, kon-
dilomih (condylomata acuminata), moluskih (molluscum contagiosum), parazitskih in glivičnih okužbah (npr. s kandido 
ali dermatofiti), tuberkulozi, sifilisu ali reakcijah na cepljenje. Zdravila Elocom ne smete uporabljati na ranah ali na 
koži z razjedami. Prav tako zdravila Elocom ne smete uporabljati pri bolnikih, ki so preobčutljivi za mometazonfuroat, 
druge kortikosteroide ali katerokoli pomožno snov. • Posebna opozorila in previdnostni ukrepi: Če pride pri uporabi zdravila 
Elocom do draženja ali preobčutljivosti, je treba bolniku zdravilo ukiniti in mu uvesti ustrezno terapijo. Če pride do pojava 
okužbe, uporabite ustrezno protiglivično ali protibakterijsko zdravilo oz. antibiotik. Če ni takojšnjega ugodnega odziva 
na zdravilo, pa morate bolniku ukiniti zdravljenje s kortikosteroidom, dokler ne boste zadostno obvladali okužbe. Zaradi 
sistemske absorpcije lokalnih kortikosteroidov lahko pride do reverzibilne supresije hipotalamo-hipofizno-adrenalne 
osi (HPA) z nevarnostjo pojava glukokortikosteroidne insuficience po prenehanju zdravljenja. Pri nekaterih bolnikih 
lahko sistemska absorpcija lokalnih kortikosteroidov med zdravljenjem povzroči tudi znake Cushingovega sindroma, 
hiperglikemije in glukozurije. Bolnike, ki uporabljajo lokalni kortikosteroid na veliki površini ali površinah pod okluzivnim 
povojem, redno naročajte na kontrolne preglede, da boste pri njih ugotovili morebitne znake supresije hipotalamo-hi-
pofizno-adrenalne osi. Pediatrični bolniki so lahko bolj občutljivi za sistemsko toksičnost zdravila celo pri enakovrednih 
odmerkih, ker imajo večje razmerje med površino kože in telesno maso. Ker pri pediatričnih bolnikih mlajših od 2 let 
varnosti in učinkovitost zdravila Elocom še nista bila ugotovljena, njegova uporaba v tej starostni skupini ni priporočljiva. 
Uporaba lokalnih kortikosteroidov pri psoriazi je lahko nevarna iz več razlogov, vključno z recidivi bolezni po nastanku 
tolerance na zdravilo, tveganjem za nastanek centralizirane pustulozne psoriaze oziroma pojavom lokalne ali sistemske 
toksičnosti zaradi okvare pregradne funkcije kože. Če se zdravilo uporablja pri psoriazi, je torej pomembno skrbno 
nadziranje bolnikov. Kakor pri vseh močnih lokalnih kortikosteroidih se je treba tudi pri zdravilu Elocom izogibati nagli 
ukinitvi zdravljenja. Pri prenehanju dolgoročnega lokalnega zdravljenja z močnimi kortikosteroidi lahko namreč pride do 
povratnega fenomena, ki se kaže v obliki dermatitisa z močno pordelostjo kože ter zbadajočim in pekočim občutkom. 
To lahko preprečimo s počasnim zmanjševanjem odmerka zdravila, na primer z intermitentnim zdravljenjem in njegovo 
poznejšo popolno ukinitvijo. Kortikosteroidi lahko spremenijo videz nekaterih lezij ter tako otežijo postavitev pravilne 
diagnoze in lahko tudi zapoznijo celjenje. Zdravilo Elocom krema vsebuje propilenglikol, ki lahko povzroči draženje 
kože. Zdravilo Elocom krema vsebuje stearilalkohol, ki lahko povzroči lokalne kožne reakcije (npr. kontaktni dermatitis). 
Različne formulacije zdravila Elocom za lokalno uporabo niso namenjene za očesno uporabo (na primer uporabo na 
očesnih vekah) zaradi zelo redkega tveganja za nastanek glavkoma simpleks ali subkapsularne katarakte. •Nosečnost 
in dojenje Med nosečnostjo in dojenjem se sme bolnica zdraviti z zdravilom Elocom le po nasvetu zdravnika. Ne glede 
na to pa se mora v tem obdobju izogibati uporabi zdravila na velikih telesnih površinah ali za daljši čas. Ni zadostnih 
dokazov o varnosti zdravila v času nosečnosti pri človeku. Lokalna uporaba kortikosteroidov pri brejih živalih lahko 
povzroči razvojne anomalije pri plodu, vključno z volčjim žrelom in intrauterinim zastojem rasti. Ker pa ni zadostnih 
in dobro kontroliranih študij z zdravilom Elocom pri nosečnicah, tudi ni znano tveganje za pojav takšnih učinkov pri 
človeškem plodu. Kljub temu je treba kot pri vseh lokalno uporabljenih kortikosteroidih upoštevati možnost, da bo 
prehajanje kortikosteroidov skozi placento vplivalo na rast ploda. Kakor drugi lokalno uporabljeni kortikosteroidi se 
sme tudi zdravilo Elocom uporabljati pri nosečnicah le, če njegova potencialna korist odtehta potencialno tveganje za 
mater ali plod. Ni znano, ali lahko lokalna uporaba kortikosteroidov vodi do njihove zadostne sistemske absorpcije, da 
bi lahko v merljivih količinah prehajali v materino mleko. Zdravilo Elocom se sme uporabljati pri doječih materah šele po 
skrbni oceni razmerja med njegovimi koristmi in tveganji. Če sta indicirana zdravljenje z večjimi odmerki ali dolgoročna 
uporaba tega zdravila, pa mora mati prenehati z dojenjem. • Neželeni ucinki: Zelo redki neželeni ucinki so pekoč občutek, 
folikulitis in srbenje.  Med lokalne neželene učinke, o katerih redko poročajo pri uporabi dermalnih kortikosteroidov, 
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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,
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Type Description
I. Acute bacterial prostatitis Acute inflammation of the prostate with PMNL and bacteria in urine

II. Chronic bacterial prostatitis Chronic inflammation of the prostate with PMNL and bacteria in EPS/urine after prostate mas-
sage or in semen

III. Chronic prostatitis/chronic pelvic pain syndrome
•	 Inflammatory
•	 Noninflammatory

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

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

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

Figure 1 | Diagnosis algorithm for suspected prostatitis. CRP: C-reactive protein, CBC: complete blood count, CPPS: chronic pelvic pain syndome
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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:
•	 The	penis	should	be	cleaned	well	to	prevent	contamination.
•	 A	5	to	10	ml	sample	of	first-void	urethral	urine	is	collected	(from	

the distal urethra).
•	 The	patient	passes	a	 further	100	to	200	ml	of	urine	and	then	

collects 5 to 10 ml of mid-stream bladder urine.
•	 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 (400×) 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. Budía 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-



28

Acta Dermatovenerol APA | 2015;24:25-29J. Videčnik Zorman et al.

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).

Table 2 | Recommendations for treatment of acute and chronic prostatitis 
(40–45).

ACUTE PROSTATITIS: treatment duration 2 to 4 weeks
•	 Ciprofloxacin	400	mg	every12	h	iv	or	500	mg	po	BID
•	 Levofloxacin	500	mg	every	24	h	iv	or	500	mg	po	QD
•	 TMP/SMX	160/800	mg	po	BID
•	 Gentamicin	5	mg/kg	every	24	h	iv	±	ampicillin	2	g	every	6	h	iv

CHRONIC PROSTATITIS:	treatment	duration	6	weeks	to	3	months
•	 Ciprofloxacin	500	mg	po	BID
•	 Levofloxacin	500	mg	po	QD
•	 TMP/SMX	160/800	mg	po	BID

Pathogen targeted:
•	 Enterococcus	spp.:	ampicillin/vankomycin/levofloxacin
•	 Pseudomonas	aeruginosa:	ciprofloxacin/piperacillin-tazobactam/

imipenem
•	 ESBL	pos.	enterobacteria:	ertapenem
•	 Neisseria	gonorrhoeae:	ceftriaxone	(+	azithromycin/doxycycline)
•	 Chlamydia	trachomatis,	urogenital	mycoplasma:	azithromycin/

doxycycline
•	 Anaerobes:	clindamycin/azithromycin
•	 Trichomonas	vaginalis:	metronidazole
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Zdravljenje v dveh korakih omogoča:
• Hitro in temeljito odstranjevanje okuženega dela nohta
• Dnevno viden napredek1

• Enostavno zdravljenje brez bolečin1

• Globinsko odstranjevanje glivic2

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

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 

Figure 1 | Slovenian seroprevalence of HSV-1 and HSV-2 IgG in men and women.



33

Acta Dermatovenerol APA | 2015;24:31-35 Herpes simplex genital infections

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 

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, 

Figure 2 | Slovenian seroprevalence of HSV (Fig. 2A) and HSV-2 (Fig. 2B) in both sexes by age group.
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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 

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:
•	 As	an	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;
•	 For	managing	 sexual	 partners	 of	 people	with	 genital	 herpes	

when a risk of transmission exists;
•	 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 newborns, 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 

in progress (42, 43).
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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,

Abstract

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 
absolute necessity.

Keywords: mycosis fungoides, poikilodermatous variant, case report

Acta Dermatovenerologica 
Alpina, Pannonica et Adriatica

Acta Dermatovenerol APA

Received: 27 March 2015 | Returned for modification: 5 April 2015 | Accepted: 12 May 2015



38

Acta Dermatovenerol APA | 2015;24:37-41O. Pankratov et al.

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 a while, 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-

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-

Figure 1 | Diffuse poikilodermatous skin lesions. (a) Spared axillary hair; (b) small islands of uninvolved skin.
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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).

Taking into consideration the aforementioned features and the 
past medical history, we were inclined to regard the condition as 
a rare 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).

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 

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

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.

Figure 4 | First specimen taken from the erythematous patch on the anterior 
aspect of the chest (A: H&E, ×160, B: H&E, ×640).
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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 

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.

Discussion

Although the exact duration of MF in our patient could not be es-

Figure 5 | Second specimen taken from the typical poikilodermatous patch on 
the right flank (A: H&E, ×160, B: H&E, ×640).

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, ×64, B: H&E, ×160, C: H&E, 
×640).
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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 

epidermis and the entire area of the basal membrane (e.g., basal 
cell liquefactive degeneration) may cause pigment incontinence, 
which clinically manifests as hyperpigmentation. Consequently, 
the progression of pathological processes in the patient’s skin 
resulted in a naturally determined appearance of pigmentation 
within the lesions.

When our patient developed papules within the pigmented 
patches, they were interpreted as lichen ruber planus based on 
the histological data. Unfortunately, it is not uncommon when 
lichen planus is histologically confused with MF. The bandlike in-
filtrate obscuring the dermoepidermal junction with cytoid body 
formation, confluent hyperkeratosis, irregular acanthosis, basal 
cell liquefactive degeneration, and apoptosis may closely mimic 
lichen planus. However, in our case at that stage misdiagnosis 
could have been avoided if additional block sectioning with sub-
sequent immunohistochemical staining had been performed.

The case described here might be of particular interest for 
many dermatologists because it demonstrates very unusual clini-
cal behavior of MF, in which one its rare variants is transformed 
into another that imitates benign dermatoses, thus posing defi-
nite obstacles in making a precise diagnosis.

To summarize, the diagnosis of MF and its rare atypical vari-
ants in particular is usually not obvious. Diagnostic mistakes 
might occur because of the clinical and in some cases histopatho-
logical similarity between MF and common benign dermatoses; 
for example, lichen ruber planus, morphea, which are derma-
toses that can be associated with hypo- or hyperpigmentation, 
and other disorders.

Consequently, scrupulous assessment and juxtaposition of all 
the data collected, paying attention to the very minute details, 
may help to make the diagnosis more evident.

The histopathological features of the early stages of MF are of-
ten subtle or mimic other dermatoses; as a result, they can easily 
be overlooked. Thus, multiple biopsies with additional block sec-
tioning and immunohistochemistry may be essential for obtain-
ing an accurate diagnosis. Moreover, prior treatment before the 
biopsy masks characteristic features. Therefore, careful clinico-
pathological correlation is the only clue for the right diagnosis.

Figure 7 | Fourth specimen taken from the plaque on the anterior aspect of the 
left shin (H&E, ×640).
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znaki/simptomi tuberkuloze. Reaktivacija hepatitisa B: Pri bolnikih, ki so kdaj že bili okuženi s HBV in so se zdravili z antagonisti TNF, vključno z Enbrelom, so poročali o reaktivaciji hepatitisa B. Pred uvedbo zdravljenja je treba bolnike preiskati na okužbo 
s HBV. Če je bolnik pozitiven na HBV, je pred uvedbo zdravljenja priporočljivo posvetovanje s specialistom za zdravljenje hepatitisa B. Pri dajanju Enbrela bolnikom, ki so že bili okuženi s HBV, je potrebna previdnost. Take bolnike je treba ves čas zdravljenja 
in še več tednov po prekinitvi spremljati glede znakov in simptomov aktivne okužbe s HBV. Če se razvije okužba s HBV, je treba zdravljenje prekiniti in uvesti učinkovito protivirusno ter ustrezno podporno zdravljenje. Hepatitis C: Poročali so o poslabšanju 
hepatitisa C, potrebna je previdnost. Alergijske reakcije: poročali so o alergijskih reakcijah, vključno z angioedemom in urtikarijo, opisani pa so tudi primeri resnih reakcij. Če se pojavi kakršnakoli resna alergijska ali anafi laktična reakcija, je treba zdravljenje 
prekiniti in uvesti ustrezno zdravljenje. (2,4) Pokrovček igle vsebuje lateks, ki lahko povzroči preobčutljivostne reakcije, če z Enbrelom ravna oseba z znano ali možno preobčutljivostjo na lateks ali če ga damo takšni osebi. Imunosupresija: Za antagoniste 
TNF, vključno z Enbrelom, velja, da lahko vplivajo na naravno odpornost bolnika proti okužbam in malignim obolenjem. Bolniki, zelo izpostavljeni virusu noric, naj začasno prekinejo zdravljenje. Maligne in limfoproliferativne bolezni: Tveganja za razvoj 
limfomov, levkemije ali drugih hematopoetičnih ali čvrstih rakavih obolenj ni mogoče izključiti. Previdnost je potrebna pri razmisleku o uporabi antagonistov TNF pri bolnikih z anamnezo malignosti ali pri razmisleku o nadaljevanju zdravljenja pri bolnikih, 
pri katerih se pojavi malignost. Kožni rak: Pri bolnikih, zdravljenih z antagonisti TNF, vključno z Enbrelom, so poročali o melanomu in nemelanomskem kožnem raku. Priporočamo občasen pregled kože. Cepljenja: Med zdravljenjem bolnik ne sme prejeti 
živih cepiv. Tvorba avtoprotiteles: Zdravljenje lahko sproži nastajanje avtoimunskih protiteles. Hematološke reakcije: Poročali so o redkih primerih pancitopenije in zelo redkih primerih aplastične anemije, tudi s smrtnim izidom. Previdnost je potrebna pri 
bolnikih, ki imajo krvno diskrazijo v anamnezi. Vse bolnike in starše/skrbnike je treba opozoriti, da morajo v primeru pojava znakov ali simptomov, ki kažejo na krvno diskrazijo ali okužbo, med zdravljenjem takoj poiskati zdravniško pomoč. V primeru krvne 
diskrazije je treba zdravljenje prekiniti. Nevrološke bolezni: Pri bolnikih z demielinizirajočimi obolenji, ali pri tistih, ki imajo povečano tveganje zanje, je treba pred zdravljenjem skrbno pretehtati tveganja in koristi, vključno z nevrološko oceno. Kongestivno 
srčno popuščanje: Pri predpisovanju bolnikom s kongestivnim srčnim popuščanjem je potrebna previdnost. Izsledki sicer še niso dokončni, vendar podatki kažejo na morebitno tendenco k poslabšanju popuščanja pri bolnikih, zdravljenih z Enbrelom. 
Alkoholni hepatitis: Ne sme se uporabljati za zdravljenje alkoholnega hepatitisa. Previdnost je potrebna pri uporabi pri bolnikih, ki imajo tudi zmeren do hud alkoholni hepatitis. Wegenerjeva granulomatoza: Enbrela ni priporočljivo uporabljati za zdravljenje 
te bolezni. Hipoglikemija pri bolnikih, ki se zdravijo zaradi sladkorne bolezni: Po uvedbi zdravljenja so poročali o hipoglikemiji, zato bo morda treba zmanjšati odmerek zdravila za zdravljenje sladkorne bolezni. Starejše osebe (< 65 let): Potrebna je 
previdnost, posebno pozornost je treba posvetiti pojavljanju okužb. Pediatrična populacija: Priporočamo, da pred začetkom zdravljenja, če je le mogoče, opravite vsa cepljenja v skladu z veljavnimi smernicami. Pri bolnikih z JIA, ki so se zdravili z Enbrelom, 
so poročali o kronični vnetni črevesni bolezni in uveitisu. Medsebojno delovanje z drugimi zdravili in druge oblike interakcij: Sočasno zdravljenje z anakinro ali z abataceptom: klinična korist teh dveh kombinacij ni dokazana, zato nista priporočljivi. 
Sočasno zdravljenje s sulfasalazinom: potrebna je previdnost. Plodnost, nosečnost in dojenje: Ženske v rodni dobi morajo med zdravljenjem in še tri tedne po prenehanju le-tega uporabljati ustrezno metodo kontracepcije. Uporaba med nosečnostjo ni 
priporočljiva. Etanercept prehaja placento. Uporaba živih cepiv v prvih 16 tednih po tem, ko so matere dojenčkov prejele zadnji odmerek Enbrela, pri dojenčkih običajno ni priporočljiva. Bolnica mora med zdravljenjem prenehati dojiti ali pa prekiniti 
zdravljenje, pri čemer je treba upoštevati tako korist dojenja za otroka kot korist zdravljenja za mater. Neželeni učinki: Odrasli: Zelo pogosti (≥ 1/10): Okužbe (vključno z okužbami zgornjih dihal, bronhitisom, cistitisom in kožnimi okužbami), reakcije na 
mestu injiciranja (vključno s krvavitvijo, podplutbami, eritemom, srbenjem, bolečino in oteklino). Pogosti (≥ 1/100 do < 1/10): alergijske reakcije, nastanek avtoprotiteles, pruritus, zvišana telesna temperatura. Pediatrična populacija: Na splošno so bili 
neželeni učinki po vrsti in pogostnosti podobni tistim pri odraslih. Vrste okužb, opaženih v kliničnih preskušanjih pri bolnikih z JIA, starih 2-18 let, so bile na splošno blage do zmerne in skladne s tistimi, ki jih pogosto vidimo pri skupinah ambulantnih 
pediatričnih bolnikov. Hudi neželeni učinki so bili: norice z znaki in simptomi aseptičnega meningitisa, ki je izzvenel brez posledic, vnetje slepiča, gastroenteritis, depresija/osebnostne motnje, kožne razjede, ezofagitis/gastritis, streptokokni septični šok 
(streptokoki skupine A), sladkorna bolezen tipa I in okužbe mehkih tkiv ter postoperativnih ran. V kliničnih preskušanjih pri bolnikih z JIA so poročali o 4 primerih sindroma aktivacije makrofagov. Viri iz obdobju trženja so pri bolnikih z JIA poročali o kronični 
vnetni črevesni bolezni in uveitisu. Način in režim izdaje: Rp/Spec. Imetnik dovoljenja za promet: Pfi zer Limited, Ramsgate Road, Sandwich, Kent CT13 9NJ, Velika Britanija. Datum zadnje revizije besedila: 20.4.2015 Pred predpisovanjem se 
seznanite s celotnim povzetkom glavnih značilnosti zdravila.

Literatura: 1. Scott LJ. Etanercept: A Review of Its Use in Autoimmune Infl ammatory Diseases. Drugs. 2014; 74:1379-1410.  2. Povzetek glavnih značilnosti Zdravila Enbrel, 20.4.2015. 3. Povzetek glavnih zdravila  Humira, oktober 2014. 4. Povzetek 
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 fi le , PSUR 21, March 2014 

*  Evropska agencija za zdravila (European Medicines Agency, EMA)
#   tumorje nekrotizirajoči faktor (Tumor necrosis  factor, TNF)
†  vse indikacije

Pfi zer Luxembourg SARL, GRAND DUCHY OF LUXEMBOURG, 51, Avenue J. F. Kennedy, L-1855
Pfi zer, podružnica Ljubljana, Letališka cesta 3c, 1000 Ljubljana 
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Ime zdravila Picato 150 mikrogramov/gram gel
Kakovostna in količinska sestava 1 g gela vsebuje 150 mg ingenol mebutata. Vsaka tuba vsebuje 70 μg
ingenol mebutata v 0,47 g gela.
Terapevtske indikacije Zdravilo Picato je indicirano za zdravljenje kože pri nehiperkeratotični,
nehipertrofični aktinični keratozi pri odraslih bolnikih.
Odmerjanje in način uporabe
Odmerjanje: Aktinična keratoza na obrazu in lasišču pri odraslih bolnikih Eno tubo zdravila Picato 150 μg/g gel
(ki vsebuje 70 μg ingenol mebutata) je treba enkrat dnevno nanesti na prizadeti predel in postopek ponavljati
3 zaporedne dni. Pediatrična populacija Zdravilo Picato ni primerno za uporabo pri pediatrični populaciji. Starejši
bolniki Prilagoditev odmerka ni potrebna
Način uporabe: Vsebina tube zadošča za zdravljenje površine 25 cm2 (npr. 5 cm x 5 cm). Vsebino tube je treba
nanesti na eno zdravljeno površino velikosti 25 cm2. Tuba je namenjena samo enkratni uporabi, zato jo po upo-
rabi zavrzite. Gel iz tube iztisnite na konico prsta, ga enakomerno porazdelite po celotni površini prizadetega
mesta in počakajte 15 minut, da se posuši. Vsebino ene tube lahko uporabite za zdravljenje enega mesta v ve-
likosti 25 cm2. Samo za enkratno uporabo.
Za zdravljenje vratu: če je več kot polovica zdravljenega mesta na zgornjem delu vratu, je treba uporabiti od-
merjanje za obraz in lasišče. Če je več kot polovica zdravljenega mesta na spodnjem delu vratu, je treba upo-
rabiti odmerjanje za trup in okončine. Bolnikom naročite, naj si po nanosu zdravila Picato nemudoma umijejo
roke z milom in vodo. Če se zdravi roke, je treba umiti samo prst, s katerim se je nanesel gel. 6 ur po nanosu
zdravila Picato ne umivajte mesta zdravljenja in se ga ne dotikajte. Po preteku tega časa lahko zdravljeno mesto
umijete z blagim milom in vodo.
Zdravila Picato ne nanašajte takoj po prhanju ali manj kot 2 uri pred spanjem.
Po nanosu zdravila Picato zdravljenega mesta ne pokrivajte z neprepustnimi povoji. Optimalne učinke zdra-
vljenja je mogoče oceniti približno 8 tednov po zdravljenju. Če se pri kontrolnem pregledu ugotovi nepopoln
učinek, je treba znova skrbno oceniti zdravljenje in razmisliti o ponovni obravnavi. Klinični podatki o zdravljenju
za več kot en cikel zdravljenja, ki traja 2 ali 3 zaporedne dni, niso na voljo. Klinični podatki o zdravljenju več
kot enega mesta niso na voljo. Klinični podatki o zdravljenju pri imunokomprimiranih bolnikih niso na voljo,
vendar ni pričakovati sistemskih tveganj, saj se ingenol mebutat ne absorbira sistemsko.
Kontraindikacije Preobčutljivost na zdravilno učinkovino ali katero koli pomožno snov.
Posebna opozorila in previdnostni ukrepi 
Izpostavljenost oči Stik z očmi je treba preprečiti. Če pride do nenamerne izpostavitve, je treba oči nemudoma
izprati z velikimi količinami vode in bolnik naj čim prej poišče zdravniško pomoč. Pričakovati je da se bodo v
primeru nenamerne izpostavitve oči zdravilu Picato pojavile težave z očmi, kot so bolečina očesa, edem vek in
periorbitalni edem.
Zaužitje Zdravila Picato se ne sme zaužiti. Če pride do nenamernega zaužitja, naj bolnik spije veliko vode in
poišče zdravniško pomoč. 
Splošno Nanašanje gela Picato se ne priporoča, dokler koža, zdravljena s predhodnimi zdravili ali kirurško, ni
zaceljena. Zdravila se ne sme nanašati na odprte rane ali dele kože s poškodovano kožno pregrado. Zdravilo
Picato se ne sme uporabljati v bližini oči, na notranjem predelu nosnic, na notranjem predelu ušes ali na ustni-
cah.
Lokalni odzivi kože Pričakuje se, da se bodo po nanosu zdravila Picato na koži pojavili lokalni odzivi, kot so eri-
tem, prhljaj/luščenje in nastajanje krast . Lokalizirani odzivi kože so prehodni in se običajno pojavijo v 1 dnevu
od začetka zdravljenja, največjo intenzivnost pa dosežejo en teden po zaključku zdravljenja. Pri zdravljenju
obraza in lasišča lokalizirani kožni odzivi običajno izzvenijo v 2 tednih od začetka zdravljenja, pri zdravljenju
predelov na trupu in okončinah pa v 4 tednih. Učinka zdravljenja morda ne bo mogoče ustrezno oceniti, dokler
se ne pozdravijo lokalni odzivi kože.
Izpostavljenost soncu Izvedene so bile študije, ki so ocenile vpliv UV-sevanja na kožo po enkratni ali večkratni
uporabi gela z ingenol mebutatom, 100 μg/g. Gel z ingenol mebutatom ni pokazal nobenega potenciala za
draženje zaradi svetlobe ali za fotoalergijske učinke. Vendar pa se je treba zaradi narave bolezni izogibati čez-
merni izpostavitvi sončni svetlobi (tudi porjavitvenim svetilkam in solarijem) ali izpostavitev čim bolj zmanjšati. 
Obravnava aktinične keratoze Pri lezijah, ki so klinično atipične za aktinično keratozo ali so sumljive za mali-
gnost, je treba opraviti biopsijo, za določitev primernega zdravljenja. 
Medsebojno delovanje z drugimi zdravili in druge oblike interakcij Študij medsebojnega delovanja niso
izvedli. Menijo, da interakcije s sistemsko absorbiranimi zdravili niso verjetne, saj se zdravilo Picato ne
absorbira sistemsko.
Plodnost, nosečnost in dojenje
Nosečnost Podatkov o uporabi ingenol mebutata pri nosečnicah ni. Študije na živalih so pokazale blago toksi-
čnost za zarodek/plod (glejte poglavje 5.3). Tveganja za ljudi, ki prejemajo kožno zdravljenje z ingenol mebu-
tatom, so malo verjetna, saj se zdravilo Picato ne absorbira sistemsko. Iz previdnostnih razlogov se je uporabi
zdravila Picato med nosečnostjo bolje izogibati. 
Dojenje Učinkov na dojene novorojence/otroke se ne pričakuje, ker se zdravilo Picato ne absorbira sistemsko.
Doječim materam je treba dati navodilo, da novorojenček/dojenček še 6 ur po nanosu zdravila Picato ne sme
priti v telesni stik z zdravljenim mestom. 
Plodnost Študij plodnosti z ingenol mebutatom niso izvedli.
Neželeni učinki
Povzetek varnostnega profila Neželeni učinki, o katerih so najpogosteje poročali, so lokalni kožni odzivi, vklju-
čno z eritemom, prhljajem/luščenjem, krastami, otekanjem, vezikulacijo/pustulacijo in erozijo/ulceracijo na
mestu uporabe gela z ingenol mebutatom; glejte preglednico 1 za izraze po MedDRA. Po nanosu gela z ingenol
mebutatom se je pri večini bolnikov (> 95 %) pojavil en ali več lokalnih kožnih odzivov. Pri zdravljenju obraza
in lasišča so poročali o okužbi na mestu nanosa.
Seznam neželenih učinkov v obliki preglednice V preglednici 1 je prikazana izpostavitev 499 bolnikov z akti-
nično keratozo zdravilu Picato 150 μg/g ali 500 μg/g v štirih z vehiklom nadzorovanih študijah 3. faze, v katere
sta bila skupaj vključena 1002 bolnika. Bolniki so enkrat dnevno prejemali lokalno zdravljenje (površine 25 cm2)
z zdravilom Picato v koncentraciji 150 μg/g 3 zaporedne dni ali 500 μg/g 2 zaporedna dneva ali lokalno zdra-
vljenje z vehiklom. V preglednici so predstavljeni neželeni učinki v skladu z MedDRA, razvrščeni po organskih
sistemih in anatomski umestitvi.
Pogostnost neželenih učinkov je opredeljena kot: 
zelo pogosti (≥ 1/10); pogosti (≥ 1/100 do < 1/10); občasni (≥ 1/1.000 do < 1/100); redki (≥ 1/10.000 do
< 1/1.000); zelo redki (< 1/10.000) in neznana (ni mogoče oceniti iz razpoložljivih podatkov).
V razvrstitvah pogostnosti so neželeni učinki navedeni po padajoči resnosti.
Opis izbranih neželenih učinkov Lokalni kožni odzivi pri zdravljenju »obraza/lasišča« oziroma »trupa/okončin«,
pri katerih je bila incidenca > 1-odstotna, so: eritem na mestu uporabe (94 % oz. 92 %), luščenje kože na mestu
uporabe (85 % oz. 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 % oz. 25 %).
Incidenca hudih lokalnih odzivov na koži obraza in lasišča je bila 29-odstotna, na koži trupa in okončin pa
17-odstotna. Hudi lokalni odzivi na koži pri zdravljenju »obraza/lasišča« oziroma »trupa/okončin«, pri katerih
je bila incidenca > 1-odstotna, so: eritem na mestu uporabe (24 % oz. 15 %), luščenje kože na mestu uporabe
(9 % oz. 8 %), krasta na mestu uporabe (6 % oz. 4 %), oteklina mesta uporabe (5 % oz. 3 %) in pustule na mestu
uporabe (5 % oz. 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) še 12 mesecev. Rezultati niso spremenili varnostnega profila
zdravila Picato
Preveliko odmerjanje Preveliko odmerjanje zdravila Picato lahko povzroči povečano incidenco lokalnih
odzivov kože. Obravnava prevelikega odmerjanja naj obsega zdravljenje kliničnih simptomov.
Posebna navodila za shranjevanje Shranjujte v hladilniku (2 °C - 8 °C). Odprte tube po prvem odprtju
zavrzite.
Vrsta ovojnine in vsebina Večplastne eno odmerne tube z notranjo plastjo iz polietilena velike gostote
(HDPE) in aluminijasto pregradno membrano. Pokrovčki iz HDPE.
Zdravilo Picato 150 μg/g gel je pakirano v škatli 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.o., Vodopivčeva 9, 4000 Kranj

Pogostnost
Organski sistem Obraz in lasišče Trup in okončine
Infekcijske in parazitske bolezni
pustule na mestu nanosa zelo pogosti zelo pogosti
okužba na mestu nanosa pogosti
Bolezni živčevja
glavobol pogosti
Očesne bolezni*
edem veke pogosti
bolečina v očesu občasni
periorbitalni edem pogosti
Splošne težave in spremembe na mestu aplikacije
erozija na mestu nanosa zelo pogosti zelo pogosti
vezikule na mestu nanosa zelo pogosti zelo pogosti
oteklina na mestu nanosa zelo pogosti zelo pogosti
luščenje kože na mestu nanosa zelo pogosti zelo pogosti
krasta na mestu nanosa zelo pogosti zelo pogosti
eritem na mestu nanosa zelo pogosti zelo pogosti
bolečina na mestu nanosa** zelo pogosti pogosti
pruritus na mestu nanosa pogosti pogosti
draženje na mestu nanosa pogosti pogosti
izcedek na mestu nanosa občasni
parestezija na mestu nanosa občasni občasni
razjeda na mestu nanosa občasni občasni
občutek toplote na mestu nanosa občasni

*: Oteklina na mestu nanosa na obrazu ali lasišču se lahko razširi na predel oči.
**: Vključno s pekočim občutkom na mestu nanosa.

Preglednica 1 Neželeni učinki po organskih sistemih v skladu z MedDRA
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Enkrat dnevno, 3 zaporedne dni
Aktinična keratoza na obrazu in lasišču pri odraslih bolnikih
Eno tubo zdravila Picato® 150 μg/g gel (ki vsebuje 70 μg ingenol 
mebutata) je treba enkrat dnevno nanesti na prizadeti predel in
postopek ponavljati 3 zaporedne dni.

Terapevtske indikacije: Zdravilo Picato® je indicirano za zdravljenje kože 
pri nehiperkeratotični, nehipertrofični aktinični keratozi pri odraslih bolnikih.

Natančno preberite skrajšan povzetek lastnosti o zdravilu!

Hitrost v zdravljenju
aktinične keratoze
Rp         V*

(ingenol mebutat) 
Picato® 150 mikrogramov/gram gel 
                                            3 x 0,47 g gela

* le za zdravljenje kože pri nehiperkeratotični, nehipertrofični 
aktinični keratozi pri odraslih bolnikih: 
le po priporočilu dermatologa ali onkologa
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SKRAJŠAN POVZETEK GLAVNIH ZNAČILNOSTI ZDRAVILA Pred predpisovanjem, prosimo, preberite celoten Povzetek glavnih značilnosti zdravila, ki ga dobite pri naših strokovnih sodelavcih ali na sedežu družbe Merck Sharp & Dohme! SESTAVA: Ena viala vsebuje 100 mg 
in� iksimaba. In� iksimab je himerno človeško–mišje monoklonsko protitelo IG1 pridobljeno v mišjih hibridoma celicah s tehnologijo rekombinantne DNK. Po rekonstituciji vsebuje en mililiter 10 mg in� iksimaba. INDIKACIJE: (i) V kombinaciji z metotreksatom za zmanjšanje znakov in simptomov 
revmatoidnega artritisa ter izboljšanje funkcije sklepov pri odraslih bolnikih z aktivno boleznijo, kadar odziv na protirevmatična zdravila, ki vplivajo na imunsko odzivnost, vključno z metotreksatom, ni zadosten; in pri odraslih bolnikih s hudo, aktivno in progresivno boleznijo, ki še niso bili zdravljeni z 
metotreksatom ali drugimi protirevmatičnimi zdravili. (ii) Zdravljenje zmerno do močno 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 prenašajo tovrstne terapije 
ali ki imajo medicinske kontraindikacije zanjo; zdravljenje aktivne Crohnove bolezni s � stulami pri odraslih bolnikih, ki se niso odzvali na celoten in ustrezen ciklus konvencionalnega zdravljenja. (iii) Zdravljenje hude, aktivne Crohnove bolezni pri otrocih in mladostnikih, starih od 6 do 17 let, ki se niso odzvali 
na običajno terapijo, ter pri tistih, ki ne prenašajo teh običajnih načinov zdravljenja oziroma imajo kontraindikacije zanje. (iv) Zdravljenje zmerno do močno aktivnega ulceroznega kolitisa pri odraslih bolnikih, ki so se nezadostno odzvali na običajno zdravljenje, ter pri tistih, ki ne prenašajo takšnega zdravljenja 
ali imajo medicinske kontraindikacije zanj. (v) Zdravljenje močno aktivnega ulceroznega kolitisa pri pediatričnih bolnikih, starih od 6 do 17 let, ki so se nezadostno odzvali na običajno zdravljenje, na primer na kortikosteroide in 6-MP ali AZA, ter pri tistih, ki ne prenašajo takšnega zdravljenja ali imajo 
medicinske kontraindikacije zanj. (vi) Zdravljenje hudega aktivnega ankilozirajočega spondilitisa pri odraslih bolnikih, ki so se nezadostno odzvali na konvencionalno terapijo. (vii) Zdravljenje aktivnega in napredujočega psoriatičnega artritisa pri odraslih bolnikih v primeru nezadostnega odziva na predhodno 
zdravljenje s protirevmatičnimi zdravili DMARD v kombinaciji z metotreksatom ali samostojno pri bolnikih, ki ne prenašajo metotreksata ali pri katerih je metotreksat kontraindiciran. (viii) Zdravljenje zmerne do hude psoriaze s plaki pri odraslih bolnikih, ki se niso odzvali na druge sistemske terapije ali pa 
imajo kontraindikacijo zanje ali jih ne prenašajo. ODMERJANJE IN NAČIN UPORABE: Revmatoidni artritis: Odmerek je 3 mg/kg v intravenski infuziji v času 2 ur. Temu naj sledita dodatni infuziji z odmerkoma 3 mg/kg, 2 in 6 tednov po prvi infuziji, potem pa na vsakih 8 tednov. Če se bolnik nezadostno odzove 
na zdravilo ali če pri njem odziv pozneje izgine, mu lahko tudi postopoma povečujete odmerek za približno 1,5 mg/kg na vsakih 8 tednov, do največ 7,5 mg/kg. Druga možnost pa je, da bolniku daste 3 mg/kg že na vsake 4 tedne. Zmerno do močno aktivna Crohnova bolezen: Odmerek je 5 mg/kg v intravenski 
infuziji v času 2 ur, temu pa naj sledita še dodatni infuziji zdravila v odmerku 5 mg/kg v 2. tednu po prvi infuziji. Če se bolnik ne odzove na zdravljenje po 2 odmerkih zdravila, mu ne smete več dajati in� iksimaba. Pri bolnikih, ki so se odzvali na zdravilo, so druge možnosti nadaljnjega zdravljenja naslednje: 
Vzdrževalno zdravljenje: Dodatni infuziji v odmerku 5 mg/kg 6 tednov po prvem odmerku, čemur naj sledijo infuzije na vsakih 8 tednov, ali ponovno dajanje zdravila: Infuzija odmerka 5 mg/kg, če se ponovijo znaki in simptomi bolezni. Aktivna Crohnova bolezen s � stulami: Intravenski infuziji 5 mg/kg v času 
2 ur naj sledita dodatni infuziji 5 mg/kg 2 in 6 tednov po prvi infuziji. Pri bolnikih, ki se odzovejo na zdravilo, so možnosti nadaljnjega zdravljenja naslednje: Vzdrževanje: Dodatne infuzije z odmerkom 5 mg/kg na vsakih 8 tednov, ali ponovno dajanje: Infuzija 5 mg/kg zdravila, če se ponovijo znaki in simptomi 
bolezni, čemur naj sledijo infuzije z odmerkom 5 mg/kg na vsakih 8 tednov. Ulcerozni kolitis: Odmerek je 5 mg/kg v obliki intravenske infuzije, ki naj traja 2 uri. Temu naj sledita dva dodatna infuzijska odmerka po 5 mg/kg v 2. in 6. tednu po prvi infuziji, potem pa zdravilo infundirajte bolniku na vsakih 8 
tednov.  Ankilozirajoči spondilitis: Odmerek je 5 mg/kg v intravenski infuziji v času 2 ur, čemur naj sledita dodatni infuziji z odmerkoma 5 mg/kg 2 in 6 tednov po prvi infuziji, potem pa na vsakih 6 do 8 tednov. Psoriatični artritis: Odmerek je 5 mg/kg v intravenski infuziji v času 2 ur, čemur 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 urne 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 prekinitve vzdrževalnega zdravljenja, in potrebe po ponovni uvedbi zdravljenja, ni priporočljiva ponovna uporaba uvodne sheme. V tem primeru bolniku najprej ponovno uvedite zdravilo Remicade v enkratnem odmerku, pozneje pa mu spet predpišite vzdrževalni odmerek zdravila v skladu s 
priporočili, ki so podana zgoraj. Crohnova bolezen (pri bolnikih, starih od 6 do 17 let): Običajen odmerek je 5 mg/kg. Bolniku ga dajte v obliki 2 urne intravenske infuzije, ki naj ji sledita še dve infuziji v istem odmerku, in sicer 2 in 6 tednov po prvi infuziji, potem pa nadaljujte z infuzijami za vzdrževalno 
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 2 in 6 tednov po prvi infuziji, potem pa na vsakih 8 tednov. Skrajšane infuzije pri indikacijah za odrasle bolnike: Pri skrbno izbranih 
bolnikih, ki so dobro prenesli vsaj 3 začetne 2-urne infuzije zdravila Remicade in so trenutno na vzdrževalnem zdravljenju, lahko razmislite o skrajšanju naslednjih infuzij, vendar ne na manj kot 1 uro. Če pri skrajšani infuziji nastopi z njo povezana reakcija in je treba zdravljenje nadaljevati, lahko pri naslednjih 
infuzijah razmislite o uporabi manjše hitrosti infundiranja. Uporabe skrajšanih infuzij v odmerkih > 6 mg/kg niso proučevali. KONTRAINDIKACIJE: Bolniki z anamnezo preobčutljivosti na in� iksimab, druge mišje beljakovine ali katero od pomožnih snovi. Bolniki s tuberkulozo ali z drugimi hudimi okužbami, 
kakor so npr. sepsa, abscesi in oportunistične okužbe. Bolniki z zmernim do hudim srčnim popuščanjem (razred III/IV po NYHA). POVZETEK POSEBNIH OPOZORIL, PREVIDNOSTNIH UKREPOV IN INTERAKCIJ: Za izboljšanje sledljivosti bioloških zdravil, mora biti v kartoteki bolnika, ki zdravilo prejema, 
jasno dokumentirano (ali navedeno), zaščiteno ime in številka serije zdravila. Zdravljenje z in� iksimabom je bilo povezano z akutnimi infuzijskimi reakcijami, vključno z ana� laktičnim šokom in poznimi preobčutljivostnimi reakcijami. Če se pojavi akutna infuzijska reakcija, morate infuzijo takoj prekiniti. Na 
voljo morajo biti sredstva za nujno pomoč. Za preprečevanje blagih in prehodnih učinkov lahko bolnikom pred zdravljenjem z zdravilom Remicade daste premedikacijo. Če se pojavijo resne reakcije, morate uvesti simptomatično zdravljenje in bolniku ne smete več dajati infuzij tega zdravila. Če bolnik po 
daljšem obdobju ponovno prejme zdravilo Remicade, ga morate skrbno spremljati zaradi morebitnega pojava znakov in simptomov pozne preobčutljivosti. Pred, med in po zdravljenju z zdravilom Remicade morate bolnike skrbno spremljati, da ugotovite morebitne okužbe, npr. tuberkulozo. Bolnika ne smete 
več zdraviti s tem zdravilom, če dobi resno okužbo ali sepso. Zaviranje TNFα lahko prikrije simptome okužbe. Bolniki, ki jemljejo zaviralce TNF, so bolj občutljivi za resne okužbe. Uporabo zdravila Remicade prekinite, če se pri bolniku pojavi nova resna okužba ali sepsa, in mu uvedite ustrezno protimikrobno ali 
protiglivično terapijo, dokler ne bo okužba obvladana. Pred začetkom zdravljenja z zdravilom Remicade, morate vse bolnike pregledati in preiskati, da ugotovite morebitno aktivno ali neaktivno tuberkulozo. Če se pri bolnikih, zdravljenih z zdravilom Remicade, razvije resna sistemska bolezen, je treba posumiti 
na invazivno glivično okužbo, kot so aspergiloza, kandidiaza, pnevmocistoza, histoplazmoza, kokcidioidomikoza ali blastomikoza, poleg tega pa je pri teh bolnikih že zgodaj v poteku preiskav potreben posvet z zdravnikom, ki ima strokovno znanje iz diagnostike in zdravljenja invazivnih glivičnih okužb. Bolnike, 
pri katerih obstaja tveganje za okužbo z virusom hepatitisa B, je treba oceniti, ali imajo znake okužbe s HBV, preden smete pri njih uvesti zdravljenje z zdravilom Remicade. Bolnike s simptomi ali znaki motenj delovanja jeter morate pregledati oz. opraviti preiskave, da ugotovite morebitne znake poškodbe 
jeter. Kombiniranje zdravila Remicade in abatacepta oz. anakinre ni priporočljivo. Priporočamo, da živih cepiv in povzročiteljev okužb v terapevtske namene ne dajete sočasno z zdravilom Remicade.  Pri pediatričnih bolnikih s Crohnovo boleznijo če je le mogoče opravite vsa cepljenja, v skladu s tekočimi 
veljavnimi smernicami za cepljenje otrok, preden pri njih uvedete zdravljenje z zdravilom Remicade. Relativno pomanjkanje TNFα kot posledica anti TNF terapije lahko sproži avtoimunski proces. In� iksimab in druga zdravila, ki zavirajo TNFα, so bila v redkih primerih povezana z nevritisom vidnega živca, 
epileptičnimi napadi in novim pojavom ali poslabšanjem kliničnih simptomov in/ali z rentgenskimi znaki demielinizirajoče bolezni osrednjega živčevja, vključno z multiplo sklerozo in demielinizirajoče bolezni perifernega živčevja, vključno z Guillain Barréjevim sindromom. Pri odločanju o uvedbi zdravljenja 
pri bolnikih, ki so težki kadilci in imajo zato povečano tveganje za nastanek rakave bolezni, je potrebna previdnost. Glede na sedanje znanje ni mogoče izključiti tveganja za pojav limfomov ali drugih malignih bolezni pri bolnikih, zdravljenih z zaviralci TNF. Previdnost je potrebna tudi pri odločanju o uvedbi 
zdravljenja z zaviralci TNF pri bolnikih z rakavimi boleznimi v pretekli anamnezi ter pri odločanju o tem, ali naj nadaljujete z zdravljenjem pri bolnikih, pri katerih se pojavi nov nova rakava bolezen. Zdravilo Remicade morate uporabljati previdno pri bolnikih z blagim srčnim popuščanjem (razred I/II po NYHA). 
Pri bolnikih, ki so jemali zaviralce TNF, vključno z zdravilom Remicade, so poročali o pojavu pancitopenije, levkopenije, nevtropenije in trombocitopenije. Pri bolnikih, zdravljenih z zdravilom Remicade, ki so bili stari 65 let ali več, je bila incidenca resnih okužb večja kot pri bolnikih, ki so bili mlajših od 65 let. 
Pri zdravljenju starostnikov je torej treba posvetiti posebno pozornost tveganju za nastanek okužbe. Obstajajo znaki, da sočasna uporaba metotreksata in drugih imunomodulatorjev pri bolnikih z revmatoidnim artritisom, psoriatičnim artritisom in Crohnovo boleznijo zmanjša tvorbo protiteles proti 
in� iksimabu in poveča koncentracijo in� iksimaba v plazmi. Ni videti, da bi imeli kortikosteroidi klinično pomemben vpliv na farmakokinetiko in� iksimaba. NEŽELENI UČINKI: Najpogostejši neželeni učinek zdravila, o katerem so poročali v kliničnih preskušanjih, je bila okužba zgornjih dihal, ki se je pojavila 
pri 25,3 % bolnikov, zdravljenih z in� iksimabom, in pri 16,5 % bolnikov iz kontrolne skupine. Med najresnejše, z uporabo zaviralcev TNF povezane neželene učinke zdravila, o katerih so poročali pri uporabi zdravila Remicade, sodijo reaktivacija HBV, kronično srčno popuščanje, resne okužbe (vključno s sepso, 
oportunističnimi okužbami in TB), serumska bolezen (pozne preobčutljivostne reakcije), hematološke reakcije, sistemski eritematozni lupus/lupusu podoben sindrom, demielinizirajoče bolezni, dogodki v zvezi z jetri ali žolčnikom, limfom, hepatosplenični limfom celic T (HSTCL), črevesni ali perianalni absces 
(pri Crohnovi bolezni) ter resne z infuzijo povezane reakcije. NAČIN IN REŽIM IZDAJE ZDRAVILA: Zdravilo je zaradi svojih lastnosti, svoje relativne novosti ali zaradi varovanja javnega zdravja namenjeno izključno za zdravljenje, ki ga je mogoče spremljati samo v bolnišnici. IMETNIK DOVOLJENJA ZA 
PROMET Z ZDRAVILOM: Janssen Biologics B.V., Einsteinweg 101, 2333-CB-Leiden, Nizozemska DATUM ZADNJE REVIZIJE BESEDILA: 25. julij 2013 PRIPRAVLJENO V SLOVENIJI: junij 2014. Za dodatne informacije poklicite na predstavništvo Merck Sharp & Dohme, inovativna zdravila d.o.o., Šmartinska 
cesta 140, 1000 Ljubljana, tel: 01/5204 349, faks 01/5204 350. LITERATURA: Povzetek glavnih značilnosti zdravila Remicade. IZDAL IN ZALOŽIL: Merck Sharp & Dohme, inovativna zdravila d.o.o., Šmartinska cesta 140, 1000 Ljubljana. SAMO ZA STROKOVNO JAVNOST. GAST-1122414-0001   EXP: 10/2016

Remicade, 
anti TNF-α indiciran 
za zdravljenje:1

⚫ ulceroznega kolitisa,
⚫ aktivne Crohnove bolezni,
⚫ aktivne Crohnove bolezni s � stulami,
⚫ aktivne Crohnove bolezni pri otrocih,
⚫ ulceroznega kolitisa pri otrocih,
⚫ revmatoidnega artritisa,
⚫ ankilozirajočega spondilitisa,
⚫ psoriatičnega artritisa,
⚫ psoriaze.



HITER, MOČAN IN PODALJŠAN UČINEK!
BELODERM
0,05 % betametazondipropionat

Beloderm sedaj na voljo  v 3 oblikah:
1. krema - za zdravljenje akutnih, eksudativnih kožnih sprememb
2. mazilo - za zdravljenje kroničnih dermatoz ter ko je potreben okluzivni učinek

3.   dermalna raztopina - za zdravljenje dermatoz na lasišču 
            in na poraščenih delih telesa

3.   3.   3.              dermalna raztopinadermalna raztopina
            in na poraščenih delih telesa
           
            in na poraščenih delih telesa
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Uporaba zdravila Beloderm 0,5 mg/g  
dermalna raztopina:

• Nekaj kapljic zdravila bolnik nanese  
(s pomočjo kapalke) na prizadeto kožo 2 x/dan  
in nežno vtre

• Po nanosu se zdravila ne izpira

• Po nanosu zdravila si umije roke

BELUPO, d.o.o., Dvoržakova ulica 6, 1000 Ljubljana
Tel: 01 300 95 10, faks: 01 432 63 11 • E-pošta: info@belupo.si, www.belupo.si

SKRAJŠAN POVZETEK GLAVNIH ZNAČILNOSTI ZDRAVILA

SESTAVA: 1 gram kreme, mazila ali dermalne raztopine vsebuje 0,5 mg betametazona. INDIKACIJE: Bolezni kože, ki jih zdravimo z lokalnimi kortikosteroidi: alergijske bolezni kože - akutne, subakutne in kronične oblike 
kontaktnega alergijskega dermatitisa, profesionalnega dermatitisa, atopični dermatitis (nevrodermitis), dermatitis pod plenico, intertriginozni dermatitis, ekcematozni numularni dermatitis, dishidrotični dermatitis;
akutni in kronični nealergijski dermatitisi - fotodermatitisi, dermatitisi kot posledica rentgenskega sevanja, toksične reakcije zaradi pikov insektov; druge bolezni kože - 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 daljše od 3 tednov. Količino zdravila Beloderm krema, mazilo ali dermalna raztopina, ki je potrebna za prekritje obolele površine kože, z rahlim vtiranjem nanašamo v tankem sloju dvakrat na dan. Na področjih kože 
z debelim roževinastim slojem je potrebna pogostejša aplikacija. Zdravljenje je potrebno nadaljevati do kliničnega izboljšanja. Pri uporabi zdravila Beloderm krema ali mazilo pri otrocih je potrebna previdnost, uporaba 
zdravila naj bo čim krajša. Varnost in učinkovitost zdravila Beloderm dermalna raztopina pri otrocih, mlajših od 18 let, še nista bili dokazani. Če zdravilo Beloderm uporabljate na obrazu ali pri otrocih, zdravljenje ne sme 
z debelim roževinastim slojem je potrebna pogostejša aplikacija. Zdravljenje je potrebno nadaljevati do kliničnega izboljšanja. Pri uporabi zdravila Beloderm krema ali mazilo pri otrocih je potrebna previdnost, uporaba 
zdravila naj bo čim krajša. Varnost in učinkovitost zdravila Beloderm dermalna raztopina pri otrocih, mlajših od 18 let, še nista bili dokazani. Če zdravilo Beloderm uporabljate na obrazu ali pri otrocih, zdravljenje ne sme 
z debelim roževinastim slojem je potrebna pogostejša aplikacija. Zdravljenje je potrebno nadaljevati do kliničnega izboljšanja. Pri uporabi zdravila Beloderm krema ali mazilo pri otrocih je potrebna previdnost, uporaba 

trajati več kot 5 dni. KONTRAINDIKACIJE: Preobčutljivost za zdravilno učinkovino ali katerokoli pomožno snov, virusna okužba s kožnimi spremembami (herpes, norice, koze), kožna tuberkuloza in kožne spremembe pri lu-
esu, akne, rozacea, perioralni dermatitis. POSEBNA OPOZORILA IN PREVIDNOSTNI UKREPI: Če pri prvi uporabi zdravila Beloderm nastopi preobčutljivostna reakcija na koži je treba terapijo takoj prekiniti. Uporaba zdravila 
Beloderm ni priporočljiva v kombinaciji z okluzivnimi povoji, razen, če tako predpiše zdravnik. Dolgotrajna uporaba na koži obraza ni priporočljiva, ker lahko povzroči dermatitis, ki se kaže kot rozacea, perioralni dermatitis 
in akne. Zdravilo se ne sme uporabljati na očeh ali v periokularnem območju zaradi možnosti nastanka katarakte, glavkoma, glivične okužbe oči in poslabšanja okužbe z virusom herpesa. Zdravilo Beloderm se ne sme 
uporabljati za zdravljenje varikoznih ulkusov goleni. Pri otrocih, zaradi večje površine kože glede na telesno maso in nezadostno razvito roženo plast kože, obstaja možnost sistemske absorpcije sorazmerno večje količine 
betametazona, kar lahko vodi do manifestacij sistemske toksičnosti. Izogibati se je treba uporabi pod plenicami (še zlasti plastičnimi), ker le te delujejo kot okluzija in prav tako lahko povzročijo večjo absorpcijo učinkovin. 
Pri otrocih, bolnikih z jetrno insuficienco in bolnikih, ki potrebujejo dolgotrajno zdravljenje, je potrebna previdnost, še zlasti pri hkratni uporabi okluzivnega povoja zaradi možnosti povečane absorpcije betametazona in 
pojava sistemskih neželenih učinkov. Na nekaterih delih telesa, kjer obstaja neke vrste naravna okluzija (dimlje, pazduha in perianalno področje), je pri lokalni uporabi zdravila Beloderm možen nastanek strij, zato naj bo 
uporaba zdravila na teh delih telesa čimbolj omejena. Lahko se pojavijo simptomi, povezani z odtegovanjem zdravila, v teh primerih je potrebno nadomestno jemanje kortikosteroidov. V primeru glivičnih ali sekundarnih 
bakterijskih infekcij kožnih lezij je potrebna dodatna uporaba antimikotikov oz. antibiotikov. Na lasišču je treba zdravilo Beloderm uporabljati previdno zaradi izredno močne prekrvavitve in povečane absorpcije. Zdravilo 
Beloderm 0,5 mg/g krema vsebuje cetil in stearilalkohol, ki lahko povzroči lokalne kožne reakcije. INTERAKCIJE: Medsebojno delovanje zdravila Beloderm z drugimi zdravili ni znano. NOSEČNOST IN DOJENJE: 
bakterijskih infekcij kožnih lezij je potrebna dodatna uporaba antimikotikov oz. antibiotikov. Na lasišču je treba zdravilo Beloderm uporabljati previdno zaradi izredno močne prekrvavitve in povečane absorpcije. Zdravilo 

NOSEČNOST IN DOJENJE: 
bakterijskih infekcij kožnih lezij je potrebna dodatna uporaba antimikotikov oz. antibiotikov. Na lasišču je treba zdravilo Beloderm uporabljati previdno zaradi izredno močne prekrvavitve in povečane absorpcije. Zdravilo 

Uporaba 
zdravila Beloderm je pri nosečnicah dovoljena samo v primeru, ko zdravnik oceni, da je pričakovana korist za mater večja od možnega tveganja za plod. V takih primerih je treba uporabljati najmanjše učinkovite odmerke 
čim krajši čas na čim manjši telesni površini. Po presoji zdravnika lahko zdravilo Beloderm uporabljajo tudi doječe matere, vendar se zdravilo pred dojenjem ne sme nanašati na kožo dojk. VPLIV NA SPOSOBNOST VOŽNJE 
zdravila Beloderm je pri nosečnicah dovoljena samo v primeru, ko zdravnik oceni, da je pričakovana korist za mater večja od možnega tveganja za plod. V takih primerih je treba uporabljati najmanjše učinkovite odmerke 

VPLIV NA SPOSOBNOST VOŽNJE 
zdravila Beloderm je pri nosečnicah dovoljena samo v primeru, ko zdravnik oceni, da je pričakovana korist za mater večja od možnega tveganja za plod. V takih primerih je treba uporabljati najmanjše učinkovite odmerke 

IN UPRAVLJANJA S STROJI: Zdravilo Beloderm nima vpliva na sposobnost vožnje in upravljanja s stroji. NEŽELENI UČINKI: Pogosti: 
čim krajši čas na čim manjši telesni površini. Po presoji zdravnika lahko zdravilo Beloderm uporabljajo tudi doječe matere, vendar se zdravilo pred dojenjem ne sme nanašati na kožo dojk. 

NEŽELENI UČINKI: Pogosti: 
čim krajši čas na čim manjši telesni površini. Po presoji zdravnika lahko zdravilo Beloderm uporabljajo tudi doječe matere, vendar se zdravilo pred dojenjem ne sme nanašati na kožo dojk. 

sekundarne okužbe, občutek pečenja, srbenje, draženje, suhost, folikulitis, hipertrihoza, 
aknam podobni izpuščaji, hipopigmentacija, teleangiektazije, perioralni dermatitis, alergijski kontaktni dermatitis, maceracija kože, atrofija kože, strije, miliarija. Redki: insuficienca nadlevične žleze. VRSTA OVOJNINE 
IN VSEBINA: Škatla s tubo po 40 g kreme ali mazila; vsebnik s 100 ml dermalne raztopine (bela plastenka z rumeno varnostno navojno zaporko
aknam podobni izpuščaji, hipopigmentacija, teleangiektazije, perioralni dermatitis, alergijski kontaktni dermatitis, maceracija kože, atrofija kože, strije, miliarija. 

 Škatla s tubo po 40 g kreme ali mazila; vsebnik s 100 ml dermalne raztopine (bela plastenka z rumeno varnostno navojno zaporko
aknam podobni izpuščaji, hipopigmentacija, teleangiektazije, perioralni dermatitis, alergijski kontaktni dermatitis, maceracija kože, atrofija kože, strije, miliarija. 

 iz HDPE in bela kapalka iz LDPE). REŽIM IZDAJE: Zdravilo se izdaja samo na 
recept. IMETNIK DOVOLJENJA ZA PROMET: Belupo d.o.o., Dvoržakova 6, 1000 Ljubljana, Slovenija. DATUM ZADNJE REVIZIJE BESEDILA: 11.04.2014. 

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