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Multiple widespread epidermal cysts of the skin: an unusual

presentation

Mehmet Eren Yuksel?, Funda Tamer?®™
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To the Editor:

A 31-year-old male patient presented with multiple subcutaneous
masses for further clinical evaluation. He stated that the lesions
first appeared on both legs and that they had gradually increased
in size and number over the previous six years. A physical exami-
nation revealed multiple skin-colored subcutaneous nodules on
the left zygomatic area, back, chest, dorsum of the right arm, fore-
arm, right little finger, right thigh, and both legs (Figs. 1-2). His
past medical history was unremarkable. There was no history of
trauma, surgery, or drug injection. None of his family members
had similar lesions. However, the patient admitted that his father
had died of hepatocellular carcinoma at age 42. His complete
blood count was within normal limits. The chemistry panel was
within normal limits except for high levels of alanine transami-
nase and gamma-glutamyl transferase (65 p/1 and 72 p/1; the ref-
erence ranges were 5 to 55 /1 and 9 to 64 p/l, respectively). Six
of the more prominent lesions were surgically removed because
of cosmetic concerns. The patient did well postoperatively. The
histopathological examination revealed multiple epidermal cysts
with a minimum size of 1.5 x 1 x 0.7 cm and a maximum size of 6
X 3.5 X 2.5 Cm.

Epidermal cysts are common, benign, spherical cutaneous le-
sions that usually present in hair-bearing areas such as the scalp,
face, neck, and trunk. It has been suggested that epidermal cysts
occur due to invagination of epidermis into the dermis as a result
of trauma. They are usually small and asymptomatic. However,
cysts greater than 5 cm are classified as giant epidermal cysts. Gi-
ant epidermal cysts are rare and they may lead to cosmetic con-
cerns or pain due to pressure on surrounding structures. These
cysts are more likely to rupture and become infected. Further-
more, malignant transformation of giant epidermal cysts has
been reported (1). Subcutaneous tumors such as lipomas, neurofi-
bromas, and hemangiomas should be included in the differential
diagnosis. Ultrasonography, computed tomography, and magnet-
ic resonance imaging may be helpful; however, histopathological
examination is mandatory to reach a definitive diagnosis (2).

Multiple epidermal cysts may be associated with Gardner syn-
drome, which is an autosomal dominant disease characterized by
cutaneous lesions, osteomas, and intestinal polyposis. Moreover,
Won et al. reported a 6-year-old male patient with Lowe syndrome
and multiple epidermal cysts on the scalp. Nevertheless, these le-
sions were thought to be coincidental (3).

Epidermal cysts can also occur due to administration of cyclo-
sporine and tacrolimus. Ahn et al. reported multiple epidermal
cysts varying from o.5 cm to 3 cm in diameter on the neck and
back of a 44-year-old renal transplant recipient receiving tacroli-
mus (4).

Small epidermal cysts may be removed by a minimal incision

method. However, traditional elliptical excision is the appropri-
ate technique for treatment of large cysts greater than 2 cm in di-
ameter. In addition, Park et al. reported a small incision method
using negative pressure suction to excise large epidermal cysts.
Incomplete excisions or fragmentation of the lining may lead to
infection and recurrence (5). Draining epidermal cysts using an
erbium:yttrium aluminum garnet laser has also been reported as
an effective treatment option with good cosmetic results (6). We
recently explained the surgical removal of epidermal inclusion
cysts with the squeeze technique in detail, which minimizes the
risk of wound infection, recurrence, and scar formation (7).
Epidermal cysts may be multiple, but they are usually localized.
The patient we presented above had multiple, widespread epi-
dermal cysts on his face, trunk, right little finger, arms, and legs.

I = |

Figure 1| (a, b) Epidermal cysts on the left zygomatic area and right little finger,
(c) Keratinous content protruding through the capsule of the cyst.

Figure 2 | (@) Multiple epidermal cysts on the back, (b) Giant epidermal cyst on
theright leg, 6 x 3.5 x 2.5 cm.
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To the best of our knowledge, this is the first report of multiple
widespread epidermal cysts of the skin ranging from 1.5 to 6 cm.
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Giant subcutaneous Angiofibrolipoma: successful surgical approach in a

Bulgarian patient

Georgi Tchernev'™, Anastasiya Atanasova Chokoevaz?, James W. Patterson3
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To the Editor:

We report on a 37-year-old male patient that presented to our der-
matological polyclinic with complains of moderate pain and dis-
comfort provoked by a tumor-like formation on the left shoulder
blade region. The lesion had begun 3'2 years prior to his clinic
visit. Clinical examination revealed a large subcutaneous tumor
with a soft consistency and sharply demarcated borders located
on the patient’s back and covering almost the entire left scapula.
The mass appeared to be encapsulated and moderately mobile,
and it lacked clinical evidence of infiltration of the surrounding

tissues. There was a moderate degree of pain on palpation. Clini-
cally, it resembled a large lipoma (Fig. 1a). Laboratory blood tests
and diagnostic imaging procedures, including abdominal/cuta-
neous ultrasonography and chest X-ray, failed to reveal any other
significant abnormalities. After testing to ensure a negative aller-
gic reaction to local anesthetic agents, we performed a total surgi-
cal excision of the formation and closed the wound with multiple
single stiches (Figs. 1b, c).

Histopathologic findings included a fibrous capsule, numerous

PO EEE e

Figure 1 | a. Clinical manifestation of the giant subcutaneous angiofibrolipoma, with pre-operative marking of the surgical borders, located on the left scapula of
a 37-year-old male patient. b. Intraoperative view of the excised tumor formation, involving part of the m. trapezius major, with a partial resection of the muscle.
c. Postoperative clinical manifestation immediately after the procedure. The surgical defect was sutured layer by layer with application of subcutaneous absorb-
able sutures to achieve optimal low voltage on the following dermal stitches. d. Histopathological findings established the presence of mature adipocytes, blood
vessels, and dense collagenous tissue.

‘Department of Dermatology, Venereology and Dermatologic Surgery, Medical Institute of MVR-Sofia, Ministry of the Interior, Sofia, Bulgaria. 2Onko-
derma - Polyclinic for Dermatology and Dermatologic Surgery, Sofia, Bulgaria. 3Department of Pathology, University of Virginia Health System, Char-
lottesville, VA, USA. = Corresponding author: georgi_tchernev@yahoo.de 25
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thin-walled vessels engorged with erythrocytes, nests of lipocytes
(Fig. 1d), and prominent strands of fibrous connective tissue. The
histopathological findings verified the diagnosis of subcutaneous
angiofibrolipoma.

Angiofibrolipoma has been described as one of the rarest his-
topathological variants of lipoma, with occurrence most often in
thehead and neck region (1, 2). Clinically, it is similar to conven-
tional lipoma because it usually presents as a solitary, subcuta-
neous, well-circumscribed lesion (3). Lipomas are typically com-
posed of mature adipocytes and arise from subcutaneous tissues
of the trunk, neck, and proximal extremities. However, there are
also numerous histopathologic variants, including spindle cell,
atypical or pleomorphic, sclerotic, glandular, fibrohistiocytic,
and chondroid lipomas (4), myxolipomas (5), fibrolipomas, angi-
olipomas, angiomyolipomas, and infiltrating angiolipomas; these
are categorized according to their content of fat, muscle, blood
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vessel, connective tissue, or other structures (3). In contrast to an
angiomyolipoma, which is composed of blood vessels, smooth
muscle cells, and adipocytes, an angiofibrolipoma shows a dif-
ferent combination of elements; namely, a combination of mature
adipocytes and blood vessels with dense collagenous tissue (as in
our case) (3). Angiofibrolipomas have most often been reported in
non-cutaneous locations, including the intranasal cavity (1), lar-
ynx (2), spermatic cord (3), greater omentum (6), pericardium (7),
tonsils (8), and kidney (9). Only two reports appear to describe
this lesion in subcutaneous tissues: one in the calf (10) and an-
other in the foot (11). To the best of our knowledge, this is the first
reported case of a giant subcutaneous angiofibrolipoma located
on the back of an adult patient.

Total surgical excision and a 5-year postoperative follow-up are
recommended in order to assess the possibility of recurrence or
malignancy (2).
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Predictive value of a negative oral provocation test in patients with

hypersensitivity to analgesics

Maja Jakic*, Miha Jager”, Mitja Kosnik>2*

Abstract

Introduction: Nonsteroidal anti-inflammatory drugs (NSAIDs) take first or second place as the cause of drug-induced hypersen-
sitivity reactions. The oral provocation test (OPT) is a gold standard for the diagnosis of NSAID hypersensitivity. We investigated
which analgesics patients took after a negative OPT and determined the proportion of patients that experienced a hypersensitivity
reaction despite a negative OPT.

Methods: We selected 115 patients (67.8% female, age 54.9 * 16.7 years) with a negative aspirin OPT and a convincing history of
immediate hypersensitivity to aspirin or NSAIDs. In a telephone survey, we identified the analgesics taken after the OPT and pos-
sible adverse events.

Results: The mean follow-up time was 5.1 + 2.0 years. All subjects needed at least one analgesic drug. Despite the negative out-
come of the aspirin OPT, only 33.9% of subjects took aspirin and 0.9% had a hypersensitivity reaction. The negative predictive
value (NPV) of the aspirin OPT was 97.4%. Overall, 16 (13.9%) subjects experienced a hypersensitivity reaction, 12 of which oc-
curred after taking a drug not tested with the OPT. The NPV of the OPT for all NSAIDs was 96.4%.

Conclusion: Our results support the available data that most subjects do not re-take the tested drug regardless of the high NPV of

the OPT.

Keywords: aspirin, hypersensitivity, negative predictive value, NSAIDs, oral provocation test
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Introduction

Hypersensitivity to analgesics affects approximately 3% of the
general population (1-6). The vast majority of hypersensitivity
reactions are non-immunologic (non-allergic) due to cyclooxyge-
nase 1 (COX-1) inhibition by aspirin or nonsteroidal anti-inflam-
matory drugs (NSAIDs) (7, 8). Symptoms develop because of leu-
kotriene overproduction. In addition, decreased levels of PG E2
and PG D2 enhance histamine release from mast cells (9, 10). This
mechanism is involved in NSAID-exacerbated respiratory dis-
ease (NERD), NSAID-exacerbated chronic urticaria (NECD), and
NSAID-induced urticaria-angioedema (NIUA) (8, 11, 12). Symp-
toms occur within 1 to 4 hours after NSAID intake. There is marked
cross-reactivity among COX-1 inhibitors (7). These patients most
often tolerate weak COX-1 inhibitors and COX-2 inhibitors (3, 11,
13, 14).

In some patients, urticaria or even anaphylaxis occurs in the
1st hour after ingestion of only a single NSAID or a few NSAIDs
belonging to the same chemical group (single NSAID-induced
urticaria, angioedema, or anaphylaxis, SNIUAA). This type of re-
action is suggestive of an immune-mediated type I reaction, al-
though IgE and skin tests are rarely positive (15, 16). Nine cases
of diclofenac-induced anaphylaxis were reported to the Allergy
Vigilance Network in France (17).

Cell-mediated hypersensitivity reactions occur within days of
taking a single NSAID (4).

Drug provocation is a gold standard in the diagnosis of NSAID
hypersensitivity (3, 11). If the challenge with aspirin is positive,
the patient is diagnosed as intolerant to COX-1 inhibitors. If the
challenge is negative, the patient might have a selective NSAID
allergy or be NSAID-tolerant. Provocation with the culprit drug is
warranted in cases with an unclear history (4).

However, a negative oral provocation test (OPT) result does not
completely exclude hypersensitivity to NSAIDs (11). False negative
results might occur due to the absence of co-factors in the OPT,
such as viral infection, co-medication, and physical exercise (3,
18). In addition, there is a concern that slowly increasing doses
during the OPT might induce transient desensitization and thus
result in a false negative test (19, 20).

We analyzed a group of patients that were OPT-negative for as-
pirin. We investigated the analgesics the patients took after the
negative OPT and determined the proportion of patients that ex-
perienced a hypersensitivity reaction.

Methods

This study was approved by the national ethics committee (study
no. 72/02/15). We identified patients from an OPT database that
were tested for hypersensitivity to aspirin, other NSAIDs, or par-
acetamol between 2004 and 2014. An OPT was started with one-
hundredth of the therapeutic dose. Then, one-tenth, half, and a
full dose were administered at intervals of 60 to 9o minutes. The
test was considered positive if the peak expiratory flow decreased
by at least 20% or if urticaria, angioedema, nasal stuffiness, or
anaphylaxis developed.

We reviewed the medical files of patients that were subjected
to an OPT for aspirin between 2007 and 2011 and in 2013. We gath-
ered information concerning the reaction that was the reason for
the diagnostic workup (index reaction), including the clinical
presentation, the NSAID causing the hypersensitivity, and the
possible diagnosis of asthma, nasal polyposis, and/or chronic
urticaria. We obtained data for the OPT results and the NSAIDs
that were identified to be safe for use after the OPT. We selected
patients with a convincing personal history of immediate hyper-

*Medical Faculty, University of Ljubljana, Ljubljana, Slovenia. 2University Clinic of Respiratory and Allergic Diseases, Golnik, Slovenia. *Maja Jaki¢ and

Miha Jager contributed equally as the first authors. = Corresponding author: mitja.kosnik@klinika-golnik.si
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sensitivity to aspirin or NSAIDs and a negative OPT to aspirin. The
criteria for a convincing history were a reaction occurring up to
4 hours after taking the drug and patients presenting with urti-
caria, angioedema, nasal stuffiness, dyspnea, or anaphylaxis that
could not be explained by an alternative cause. We investigated
whether the discharge letter clearly advised which drugs the pa-
tient should take and whether aspirin was listed among the drugs
advised.

In a telephone survey, we evaluated patients’ analgesic needs
after the testing. We specifically asked whether they had taken as-
pirin and NSAIDs that had been negative on the OPT. Patients that
did not take drugs that were negative on the OPT were asked the
reason for not taking that drug.

Statistical methods

The data were statistically analyzed using the statistics software
SPSS (Statistical Package for the Social Sciences version 22, In-
ternational Business Machines Corp., Armonk, NY). The data are
shown as the average and standard deviation. To compare the dif-
ferences between groups, we used a t-test and chi-square test. The
negative predictive value (NPV) of the OPT for NSAIDs and aspirin
was calculated based on all patients that retook the same drug
after a negative OPT.

Results

The study group

In a 6-year period, 664 subjects (68.7% female; age 523 + 16.2
years, range 19 to 92) were subjected to OPTs with analgesics. We

excluded 205 subjects (30.9%) that were not tested with aspirin
and 45 (6.8%) subjects with a positive outcome of the OPT. A total

of 254 subjects (38.3%) had a vague clinical history. Out of the re-
maining 160 subjects, we were unable to contact 36 patients and
nine did not want to participate (response rate was 71.9%).

A total of 115 subjects (67.8% female, 54.9 + 16.7 years) partici-
pated in the survey. The sex and age distribution of the patients
participating in the survey were the same as the distribution in the
initial unselected group, confirming that the selection of patients
for the survey was not biased. Six (5.3%) subjects had asthma, one
(0.9%) had asthma and nasal polyps, one (0.9%) had asthma and
chronic urticaria, and nine (7.4%) had chronic urticaria.

Index hypersensitivity reactions

The characteristics of the index hypersensitivity reactions are pre-
sented in Table 1. The most common presentation was urticaria
and angioedema (72.0%). Among the patients, 51.6% reacted to
multiple COX-1 inhibitors and 13.9% convincingly reacted to a sin-
gle drug (aspirin, pyrazolones, or diclofenac).

Drugs taken after the OPT

The mean follow-up time after a negative aspirin OPT was 5.1 +
2.0 years. Paracetamol was an efficient analgesic for 20.0% of
subjects, and the others needed stronger analgesic therapy. Table
2 shows the details of the drugs that the subjects took after the
negative OPT and whether they experienced any reaction to those
drugs. Sixteen patients reported hypersensitivity reactions; how-
ever, 12 of these occurred after taking a drug that was not tested
in the OPT. The most common hypersensitivity reactions were ur-
ticaria and angioedema (12 subjects, 75%). The hypersensitivity
reaction most commonly occurred after paracetamol or pyrazolo-
nes. Hypersensitivity reactions occurred in four subjects despite
a negative OPT with a particular analgesic (two paracetamol, one

Table 1 | Distribution of hypersensitivity types according to non-steroidal anti-inflammatory drugs in the index reaction.

Hypersensitive reaction

No. of patients tested

Drug Asthmal' Rhinitis Ur.ticaria, Anaphy}actic Other* SUM with tha.t drug as
exacerbation angioedema reaction culprit drug
Aspirin 0 (0.0%) 2(1.7%) 55 (47.8%) 2(1.7%) 17 (14.8%) 76 (66.1%) 76 (100%)
Paracetamol 0 (0.0%) 1(0.9%) 19 (16.5%) 2(1.7%) 5 (4.3%) 27 (23.5%) 22 (81.5%)
Naproxen 0 (0.0%) 0 (0.0%) 13 (11.3%) 0(0.0%) 1(0.9%) 14 (12.2%) 6 (42.9%)
Diclofenac 0 (0.0%) 1(0.9%) 27 (23.5%) 7 (6.1%) 6 (5.2%) 41 (35.7%) 8(19.5%)
Ketoprofen 0 (0.0%) 1(0.9%) 5(4.3%) 0(0.0%) 1(0.9%) 7 (6.1%) 2 (28.6%)
Pyrazolone 0 (0.0%) 0 (0.0%) 11 (9.6%) 2(1.7%) 3 (2.6%) 16 (13.9%) 0 (0.0%)
Ibuprofen 0 (0.0%) 0 (0.0%) 4 (3.5%) 0 (0.0%) 0 (0.0%) 4 (3.5%) 3(75.0%)
SUM** 0 5 134 13 34 115 (100%) 117 (62.9%)

*erythema, maculopapular rashes, itching without a rash, and history of weakness or faintness
**Hypersensitivity reactions occurred after more than one drug in some individuals

Table 2 | Distribution of non-steroidal anti-inflammatory drug consumption after the oral provocation test and outcome. The data were obtained by a telephone

survey.
Substance - - Reaction to drug —— - No. of subjects that took drug
No reaction Predictable adverse effect* Hypersensitivity reaction
Paracetamol 79 (68.7%) 0 (0.0%) 4 (3.5%)** 83(72.2%)
Central analgesics 11 (9.6%) 0 (0.0%) 2(1.7%) 13 (11.3%)
Meloxicam 2(1.7%) 0 (0.0%) 0 (0.0%) 2(1.7%)
Aspirin, 100 mg only 13 (11.3%) 1(0.9%) 1(0.9%) 15 (13.0%)
Aspirin, 500 mg 23(20.0%) 1(0.9%) 0 (0.0%) 24(20.9%)
Diclofenac 17 (14.8%) 4 (3.5%) 3(2.6%) 24(20.9%)
Pyrazolone 4 (3.5%) 0 (0.0%) 4 (3.5%) 8 (7.0%)
Other NSAIDs*** 40 (34.8%) 1(0.9%) 2(1.7%) 43 (41.0%)
SUM**** 8 (7.0%) 16 (13.9%) 115 (100%)

*The predictable adverse effects were nausea, vomiting, shivering, and nosebleed.

**None of the subjects had chronic urticaria.

***Thirty-three (28.7%) subjects took naproxen, eight (7.0%) subjects took ibuprofen, and two (1.7%) subjects took ketoprofen. The predictable adverse effects
were reported by a subject taking naproxen, and two subjects reported hypersensitivity reactions after taking naproxen and ibuprofen, respectively.

****Some subjects took more than one type of drug.
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Negative OPT with analgesics

aspirin 100 mg, one diclofenac). The NPV of the OPT for all anal-
gesics was 96.4%. The NPV of the OPT for aspirin was 97.4%.

During the review of the hospital discharge letters, we found
that 60 (52.2%) subjects did not receive specific information con-
cerning which analgesics were safe for them to use. Only 27.8%
were told that aspirin was a safe drug for them to use.

Out of 115 subjects with a negative OPT for aspirin, 76 (66.1%)
did not retake aspirin over the next few years. The most common
reasons were as follows: 30 (39.5%) subjects did not need this par-
ticular drug, 28 (36.8%) subjects feared a drug hypersensitivity
reaction, and four (5.3%) subjects were discouraged by their per-
sonal physician from re-administration due to an unclear instruc-
tion in the discharge letter. We did not obtain this information for
14 (18.4%) subjects.

Discussion

A good concordance (86%) was reported between the OPT with
NSAIDs and the patients’ history, at least for NERD (21). We were
surprised to find a low number of positive OPTs in our cohort,
particularly because we analyzed 115 selected subjects with a
convincing medical history of hypersensitivity. It is possible that
clinical history is good predictor of a positive OPT in patients with
NERD and not in patients with NIUA or anaphylaxis, as were the
vast majority of our patients. Indeed, several studies showed that
the majority of patients with a convincing history of NSAID hyper-
sensitivity were actually NSAID-tolerant. In a study by Zisa et al.
of 159 patients with a clinical history of urticaria/angioedema ap-
parently related to NSAIDs, only 10.7% were positive on the OPT
with the suspected drugs (22). Half of these were single-NSAID
reactors. Indeed, 37.1% of our patients were not challenged with
the culprit drug but only with aspirin, which excluded intoler-
ance to COX-1 inhibitors but not selective hypersensitivity to a
single NSAID. As shown in a study performed by Chaudhry et al.,
43% of homologous NSAID challenges but only 25% of heterolo-
gous NSAID challenges were positive in patients with a history of
NSAID hypersensitivity (64% had cutaneous reactions and 36%
had anaphylaxis) (23). Patients with anaphylaxis and those that
reacted to diclofenac were most likely to have a positive challenge.

There are only a few reports in the literature on the NPV of OPTs
with aspirin and NSAIDs. A French study published by Defrance
et al. found that 53.3% of 260 patients followed up for a median
time of 2.75 years re-took the tested drug; a hypersensitivity reac-
tion was reported in 3.1%, resulting in an NPV of the OPT of 98.6%
(18). Our study covered an extended period of time (5.1 years) and
found a similar NPT (96.4%). We could speculate that many ur-
ticarial reactions following analgesic ingestion were not due to
analgesic hypersensitivity but were provoked by the same under-
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lying cause that was the reason for taking the analgesic drug (i.e.,
viral infection). This speculation is supported by the fact that half
of the reactions in our study occurred after paracetamol ingestion,
which is commonly taken to treat symptoms of viral infections
and is generally well tolerated in patients with COX-1 inhibitor hy-
persensitivity. A similar NPV was reported by Waton et al. (24). In
this study, 65 patients with cutaneous symptoms during NSAID
therapy were negative in the NSAID OPT. Eighteen (28%) took the
NSAID again and two reported hypersensitivity reactions, leading
to a high NPV for the OPT.

In patients with a history of only cutaneous reactions and a
negative OPT with NSAIDs, Bommarito et al. found that 47.7%
did not re-take the tested NSAID (3). The main reason was fear of
hypersensitivity reaction (70.8%). In our study, the percentage of
subjects that did not take the tested drug was even higher; one
important reason for this was that the GPs discouraged the use of
the NSAID due to the unclear discharge letter.

The mean provocative dose of oral aspirin that triggered respir-
atory reactions in people with asthma is 85.8 mg (25). The thresh-
old is even higher in patients with NSAID-induced urticaria/an-
gioedema. The majority reacted only with a full therapeutic dose
(22). One of the obstacles in the NSAID challenge test is desensiti-
zation, which might influence the OPT in such a way that the out-
come can be a false negative (19, 20). Namely the protocol used for
aspirin desensitization also uses a gradual increase in the dosage
(doses are approximately doubled) at 9o-minute intervals until a
500 mg dose is reached.

Some subjects in our study re-took the culprit drug although it
was not specifically tested with the OPT. This is particularly dan-
gerous for diclofenac and pyrazolones, which are typical repre-
sentatives of drugs that induce SNIUAA and should therefore be
discouraged from re-administration unless a negative OPT with
the culprit drug is reported (17, 26—29). In patients with hyper-
sensitivity reactions to only one NSAID, alternative strong COX-1
inhibitors should be tested to determine whether the patients are
single reactors and which NSAIDs are safe for them (30).

In conclusion, despite the negative OPT outcome, only 33.9%
of subjects took aspirin. Only 0.9% experienced a hypersensitivity
reaction with a drug that was negative in the OPT. In addition to
performing the OPT, a clear explanation of the results is necessary
in the discharge letter to ensure the safe use of analgesics by the
patient.
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Abstract

Introduction: Bacterial vaginosis is of clinical interest because of its possible causal relationship with complications during preg-
nancy, postpartum, and complications after surgery.

Methods: Gram stain for clue cells and Gardnerella vaginalis culture methods were evaluated retrospectively in a microbiologi-
cal medical laboratory for the first half of 2015. We were interested in the proportion of G. vaginalis bacteria isolated from genital
samples, correlation with Gram-staining presence of clue cells, referral clinical diagnosis, and pregnancy.

Results: In the first half of 2015 we received 358 vaginal specimens; 82% of them had a referral clinical diagnosis of colpitis, cervi-
citis, orvaginal discharge; 40% were pregnant women. G. vaginalis was isolated from 14% of vaginal specimens, and 52% of these
came from pregnant patients. Gram stain clue cells and isolation of G. vaginalis matched in 86%.

Conclusion: For diagnosing bacterial vaginosis in clinical practice, standard clinical criteria, Gram staining of vaginal discharge
smear, and/or isolation of G. vaginalis are used. Isolation of G. vaginalis without clue cells is reported only in cases in which bac-
terial growth is predominant. The results of our studies confirm that isolating G. vaginalis helps confirm the diagnosis of bacterial

vaginosis.
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Introduction

Gardnerella vaginalis is the only species of the genus Gardnerella.
It consists of facultatively anaerobic, oxidase- and catalase-neg-
ative, nonsporing, nonencapsulated, nonmotile, pleomorphic,
Gram-variable rods (1). It grows slowly on standard cell culture
medium and is difficult to distinguish from other bacteria in the
vagina. It grows on sheet blood agar in the form of tiny colonies,
either anaerobic or in 5% CO2. A suitable growth medium is Co-
lumbia Blood Agar Base, on which bacteria forms a beta hemoly-
sis. G. vaginalis is found in the vagina of 15% to 69% of asympto-
matic women and 13.5% of girls.

G. vaginalis is almost universally present in the vagina of wom-
en with bacterial vaginosis (BV), where it is found with mixed
anaerobic flora (2). BV is a condition in the vagina in which the
normally present lactobacilli are replaced by anaerobic bacte-
ria. Patients with BV most often complain of odor and discharge,
which tends to be gray and homogenous. Vulvovaginal irrita-
tion is usually not a prominent symptom, hence the use of term
vaginosis rather than vaginitis (3). BV represents a serious public
health problem because it is connected with premature births,
premature rupture of membranes, chorioamnionitis and neona-
tal meningitis, endometritis, transmission of the human immu-
nodeficiency virus (HIV) and other sexually transmitted diseases
(4, 5). Bacterial vaginosis is triggered by sexual transmission of
the bacteria G. vaginalis, which has virulent agents that enable
attachment to epithelial cells of the host, creating a biofilm ().
Numerous researchers have found statistically significant links
between BV and infection with the herpes simplex virus and also
with infection with human papillomavirus (6, 7).

Due to broad diversity in selection of patients’ material, meth-
ods, and criteria for diagnosis of BV, in various studies the isola-
tion rate of G. vaginalis varies from 6 to 94% (8).

Direct examination of vaginal secretions is the gold standard

for diagnosis of BV because a positive culture of G. vaginalis can
also be recovered from healthy women. The typical smear of vagi-
nal discharge from BV patients shows clue cells (bacteria cover-
ing epithelial cell margins) together with mixed flora consisting
of large numbers of small rods and coccobacilli: gram-negative
Prevotella and Porphyromonas spp. and gram-variable G. vagi-
nalis) coccobacilli. Lactobacilli are almost always absent. It is
recommended that a standardized Gram staining interpretative
scheme be used in order to improve the reproducibility of this
method (9).

Gram-stained vaginal smears are the least expensive and fast-
est among the laboratory methods. However, high intracenter
variability has been shown using the Gram stain for diagnosis of
BV (10).

This study compares two laboratory methods for detecting G.
vaginalis: the Gram stain for clue cells and the G. vaginalis culture
methods.

Patients and methods

We performed a retrospective analysis of the microbiological re-
sults of vaginal swabs sent in the first half of 2015 to the Kranj
department of the microbiological laboratory at the National Lab-
oratory of Health, Environment, and Food (NLZOH), which cov-
ers approximately one-tenth of the Slovenian population with its
microbiological services.

The samples were sent from the gynecological clinics of health-
care centers in Upper Carniola and from the general hospital in
Upper Carniola.

Microbiological analysis: G. vaginalis was detected using two
tests. The first was the Gram stain, with which we were looking
for epithelial clue cells. The second method was isolation of G.
vaginalis on human blood agar incubated in an anaerobic or CO2
atmosphere. Mass spectrometry using MALDI TOF technology
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(Bruker, Billerica, MA) was used to identify G. vaginalis, the en-
terobacteria, Streptococcus agalactiae and Candida spp.

Statistical methods

Matching of the results of clue cells in the Gram stain and iso-
lation of G. vaginalis was statistically analyzed for significance
using a chi-square test. The analysis was performed by Microsoft
Excel. P < 0.05 was taken as significant.

Results

Out of 358 patients included in this study, 148 (41%) had no path-
ogenic bacteria in the vaginal swab, 67 (19%) had yeasts, 46 (13%)
had enterobacteria, 47 (13%) had S. agalactiae and other strep-
tococcus, and 50 (14%) had isolates of G. vaginalis. The number
of genital samples of pathogenic bacteria received, the number
(%) of isolates of G. vaginalis, Gram stain matching with bacte-
rial vaginosis (%), clinical diagnosis (%), and pregnancy (%) are
presented in Table 1.

Matching of results of clue cells and isolation of G. vaginalis
was 86% (Table 2). The difference between methods was statisti-
cally significant (chi-square; p < 0.01; Table 2). Using both meth-
ods, the detection rate of G. vaginalis increases from 50 to 57 out
of 350 samples (from 14.3% to 16.3%).

The frequencies of bacteriological isolates in each clinical con-
dition are presented in Table 1. We found no statistically signifi-
cant differences between the proportions of written clinical diag-
nosis on the referral letters between smears positive and negative
for G. vaginalis.

Discussion

The term bacterial vaginosis (BV) was introduced by a group of
researchers from Washington University that established that
non-specific vaginitis is connected with large changes in the vagi-
nal flora, proving this through the molecular method of 16s RNA
sequencing. This group also defined the clinical criteria for BV as
follows: white milky secretion, pH of the vaginal excrement over
4.5, fishy smell after adding 10% KOH to the vaginal secretion, and
at least 20% of vaginal epithelial cells covered with tiny coccoba-

cilli (clue cells). Coccobacilli are best appreciated at the edges of
the cell: when they abound, they partially obscure the nucleus.
Not all cells in the specimens are clue cells, but some clue cells
are seen in more than 90% of patients with BV (9). For a clinical
diagnosis of BY, at least three of four criteria must be met (11).

Soon after the introduction of these criteria, Nugent et al.
changed the Gram stain criteria. They proposed using a combina-
tion of most reliable morphotypes detected in the vaginal smear;
namely, Lactobacillus spp. (Gram-positive bacilli), G. vaginalis
(Gram-negative coccobacilli), and Mobiluncus spp. (Gram-nega-
tive bent bacilli). A weighted score of o to 3 is characteristic for
normal flora (prevailing lactobacilli), and 7 to 10 for BV (absence
of lactobacilli, two bacterial species prevailing). The weakness of
this method is that it is time-consuming and demands trained staff
(11, 12). Mota et al. found that both Amsel’s and Nugent’s methods
have comparable diagnostic efficacy for diagnosing BV (13).

In our retrospective analysis, we identified the presence of G.
vaginalis in 14% of vaginal swabs. We were aware that G. vaginalis
can also be found in women without clinical signs of infection. It
has to be taken into consideration that gynecologists decide on
microbiological testing of the vaginal tract only in cases of clinical
complaints. In our study, clinical data (clinical diagnosis, preg-
nancy) were obtained from referral letters. The difference between
the results of the Gram stain and isolation of G. vaginalis was sta-
tistically significant. The most probable reason is that the Gram
stain criteria are not uniform among our laboratory personnel.

Our data are fairly comparable with another Slovenian study,
in which bacterial vaginosis was determined clinically and mi-
crobiologically in women in three hospital wards of the Ljubljana
Gynecology Clinic. A diagnosis of BV was established in 5.5% of 75
pregnant women at the Pathological Pregnancy Clinic, in 14.0%
of 100 women before therapeutic abortion at the Day Clinic, and
in 23.0% of 13 women at the Sexually Transmitted Disease Clinic.
A correlation was found between bacterial vaginosis and sexual
behavior. Due to the small number of women investigated, a cor-
relation could not be confirmed between bacterial vaginosis and
premature birth (14).

At the Slovenian microbiological laboratory, we confirm BV
by detection of clue cells and the absence of lactobacilli in direct
Gram stain and with isolation of G. vaginalis. We do not use the
Nugent score system. In our study, Gram-stained clue cells and

Table 1 | Number of genital samples for pathogenic bacteria received and number (%) of isolates of G. vaginalis in the first half of 2015 at the medical microbiol-

ogy laboratory in Kranj, Slovenia.

Genital samples Isolates of Isolates of No pathogenic
Isolates of . R Isolates of .
analyzed for 6. vaginalis (%) S. agalactiae (%)  C. albicans (%) and enterobacteria (%) bacteria/yeast
pathogenic bacteria and streptococci  other Candida spp. isolated (%)
No. of genital samples 358 (100%) 50 (14%) 47 (13%) 67 (19%) 46 (13%) 148 (41%)
Pregnancy 144 (40%) 26 (52%) 20 (42%) 29 (43%) 10 (22%) 77 (52%)
Diagnosed 295 (82%) 38 (76%) 40 (85%) 55 (82%) 39 (85%) 121 (82%)
Cervicitis 159 (44%) 14 (28%) 22 (47%) 36 (54%) 25 (54%) 65(44%)
Vaginal discharge 65 (18%) 12 (24%) 6 (13%) 11 (16%) 5(11%) 31 (21%)
Vaginitis/vaginosis 37 (10%) 10 (20%) 8(17%) 3 (4%) 7 (15%) 9 (6%)
Preterm labor 29 (8%) 2 (4%) 4 (9%) 5 (7%) 2 (4%) 16 (11%)
No diagnosis 68 (18%) 12 (24%) 7 (15%) 12 (18%) 7 (15%) 27 (18%)
Clue cells 50 (14%) 43 (86%) 1(2%) 1(1%) (0%) 5 (3%)

Table 2 | Matching of results of clue cells in Gram stain and isolation of G. vagi-
nalis at the clinical microbiology department in Kranj, Slovenia. The difference
between methods is statistically significant (chi-square; p < 0.01).

Clue cells Isolation of G. vaginalis

Positive Negative Total
Positive 43 7 50
Negative 7 293 300
Total 50 300 350
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isolation of G. vaginalis matched in 86% of samples. A significant
association was found between clue cells and G. vaginalis, which
was in line with earlier studies (15).

Kelsey et al. showed that isolation of G. vaginalis and anaer-
obes helps confirm the diagnosis of BV and distinguish it from
other pathology. Compared to healthy women, the isolation of G.
vaginalis was the most sensitive indicator of BV (100%), although
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it was not very specific (77.4%). Anaerobes were more specific
(93.2%). Anaerobes in vaginal culture were a better predictor of
BV (30.8%) than isolation of G. vaginalis (18.9%) (16).

Spiegel noted an inverse relationship between the quantity of
the Lactobacillus morphotype and the Gardnerella morphotype
on the Gram stain. When the Lactobacillus morphotype predomi-
nates (3 to 4+) with or without the Gardnerella morphotype, the
Gram stain can be interpreted as normal. When the Gram stain
shows mixed flora with few or no Lactobacillus morphotype (o to
2+), the Gram stain is suspicious for BV (11).

Schwebke et al. studied the prevalence of G. vaginalis in
healthy women. Vaginal specimens were self-collected daily for
30 days and analyzed by PCR. In half of the women, at least one
specimen was positive for G. vaginalis (17).

Metronidazole is successfully used to treat bacterial vaginosis,
highlighting the significance of anaerobic bacteria. Routine treat-
ment of the sexual partner is not recommended. It is recommend-
ed to search for and treat bacterial vaginosis in women liable to
premature birth, women before abortion, and women before hys-
terectomy (18).

With bacterial vaginosis, changes in the species of the lacto-
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A suspected case of lymphogranuloma venereum (LGV) suggests
underdiagnosed LGV infection among Slovenian men who have sex with
men

Bostjan Mlakar?, Ana Ramsak**

Abstract

Lymphogranuloma venereum (LGV) is sexually transmitted infection caused by serovars of Chlamydia trachomatis, mostly seen
among HIV-positive men who have sex with men. The first three reports of possible LGV in Slovenia were from April to June 2015,
followed by a confirmed case of LGV in August 2015. We present the case of an HIV-positive MSM that presented with an anorectal
abscess, discharge, lymphadenopathy, and unusual perianal plague. Gonococcal proctitis was assumed and he received empirical
antibiotic treatment, after which only intermittent improvement occurred. After a positive test result for chlamydial infection, but
without a response to azithromycin treatment, LGV was suspected. Treatment according to the guidelines was introduced. When
doxycycline therapy started, rapid improvement was observed, and it was therefore assumed that the LGV infection had been suc-
cessfully treated. Two similar cases with an unusual anorectal presentation and an excellent response to antibiotic therapy for LGV
were observed at the same center shortly thereafter. While pointing out possible delays and limitations in diagnostic procedures
at self-pay facilities, the need for better access to high quality STI management in public and in private services is emphasized.

Enhanced surveillance and testing guidelines could reveal a hidden LGV epidemic among MSM in Slovenia.
Keywords: dermatology, proctology, lymphogranuloma venereum, MSM, private practice limitations
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Introduction

Lymphogranuloma venereum (LGV) is a sexually transmitted
infection (STI) caused by L1, L2, and L3 serovars of Chlamydia
trachomatis (CT), and in most cases in developed and European
countries it is seen among white HIV-positive men who have sex
with men (MSM) (1). Patients commonly present with symptoms
of proctitis (i.e., rectal pain, discharge, bloody stools, constipa-
tion, and tenesmus) (1), although reports from the UK, the Neth-
erlands, and Germany show that approximately one-third of LGV
cases are asymptomatic (2).

Since 2003, when an LGV outbreak among MSM was first re-
ported in the Netherlands, (3) LGV has spread across other west-
ern European countries (4, 5). The first laboratory-confirmed case
of LGV in Slovenia was diagnosed at the STI outpatient clinic at
the Clinic for Infectious Diseases and Febrile Illnesses at the Lju-
bljana University Medical Center and was reported to the National
Institute of Public Health (NIPH) in August 2015 (6). In addition,
three possible LGV cases among HIV-positive MSM were reported
to the NIPH in 2015, all treated at the private clinic Zdrav Splet for
self-pay patients from April to June 2015.

Case report

A 39-year-old HIV-positive MSM, who was not on anti-retroviral
therapy (ART), was referred to our clinic by an infectologist. He had
had one unprotected episode of receptive anal intercourse with one
unknown HIV-positive partner 2 months earlier, and the first signs
of anal discomfort were noticed 2 weeks after sexual intercourse.

At the first visit he underwent an urgent operation for a peri-
anal abscess on the right side of the anal verge. On his left peri-
anal region he had an unusual condylomatous plaque (Fig. 1)
and bilateral inguinal lymphadenopathy was noted. Drainage of
the abscess was performed and the pus was sent to the National

Laboratory for Health, Environment, and Food in Maribor for a
PCR test for CT and Neisseria gonorrhoeae (NG) and also for iso-
lation and culture of NG. Suspecting a gonococcal infection, we
started treatment with 2 g of azithromycin orally. A rapid blood
test for syphilis, an immunoassay detecting antibodies against
Treponema pallidum (TP) (Biomerieux, France), was negative,
and testing for other STIs was refused by the patient. We re-
ceived the microbiology results after a few days and they were
positive for CT and negative for NG. The patient did not consent
to paying for suggested microbiological examinations for LGV.

Figure 1 | Perianal abscess on the right side and condylomatous plaque on the
left side, with a skin tag on the anal verge (source: B. Mlakar).

At the first follow-up after 14 days, the patient noticed only
minor improvement (Fig. 2), probably mostly because the peri-
anal abscess was drained. During a proctoscopy we found in-
flamed rectal mucosa with a whitish-yellow discharge, and
we decided to treat him as an LGV case. We prescribed doxy-
cycline 100 mg orally twice daily to him for 21 days in line with

Zdrav Splet, Lackova cesta 54, 2000 Maribor, Slovenia. =Corresponding author: ana.ramsak@zdravsplet.si
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the 2013 European guidelines on the management of LGV (7). We
also recommended that the infectologist start ART prior to surgi-
cal removal of the perianal condylomatous plaque.
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Figure 2 | Hyperpigmented perianal condylomatous plaque, a skin tag on the
anal verge, and presence of purulent and bloody anal discharge (source: B.
Mlakar).

At the second follow-up visit, 4 weeks later, the patient was
almost asymptomatic, and he reported no pain, normal bowel
movements, and no anal discharge. However, during the proctos-
copy we found a white coating on the rectal mucosa, and therefore
we repeated PCR tests for NG and CT, and also for other pathogen
bacteria and fungi. Only Candida albicans was positive, and flu-
conazole capsules 100 mg twice daily for 14 days were prescribed.
Three weeks later, the rectal mucosa were normal at proctoscopy
and the perianal plaque had also almost disappeared. The con-
dylomatous regression was probably a result of the HIV therapy
he had started 6 weeks earlier. We decided to use cryotherapy to
remove the remains of this plaque instead of surgery. Later on, the
patient was without signs and symptoms of an STI.

In the short period of 3 months, two additional MSM patients
visited our clinic with complaints of anal pain, discharge, and
lymphadenopathy. The first patient was HIV-positive and was
receiving ART. In the second patient, coinfections with HIV and
syphilis were discovered. The syphilis was treated at our clinic,
and he was referred to an infectologist for induction of ART. Both
had had anal intercourse within 1 month prior to examination.
The examination revealed anal discharge and mucosal inflamma-
tion. We assumed gonococcal proctitis, and rectal swabs for PCR
and culture for NG were taken; both patients received immedi-
ate antibiotic therapy with azithromycin and ceftriaxone. There
was only mild clinical improvement and the microbiological re-
sults for NG were negative. They were offered additional testing
for CT and LGV, but both of them, because they were self-pay pa-
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tients, refused. Because of the persistence of lymphadenopathy
and discharge, they were empirically treated with doxycycline for
probable LGV infection. After the treatment, both had no further
anorectal symptoms and signs, and their lymph nodes reduced to
normal size.

Discussion

We report on a possible LGV case suspected in an HIV-positive
MSM that presented with common clinical manifestations for LGV
and responded well to the treatment for LGV. A laboratory test for
CT was performed and was found to be positive, but LGV was not
laboratory-confirmed because the self-pay patient did not consent
to paying for suggested additional microbiological examinations.
Because the anorectal signs and symptoms were a common clini-
cal manifestation of LGV and reacted only to antibiotic therapy, as
prescribed according to the 2013 European guideline on the man-
agement of LGV (7), we concluded that LGV infection was proba-
ble and had been treated successfully. In addition, two additional
suspected cases presented and were successfully treated at our
clinic as LGV, even though LGV infection was not confirmed. All
three cases were reported to NIPH as probable LGV in 2015. That
same year, the only laboratory-confirmed and first proven case of
LGV in Slovenia was reported from a public STI outpatient clinic (6).

Our report shows how long the diagnostic and therapeutic pro-
cess can be when there are limitations on microbiological diagno-
sis because self-pay patients with signs and symptoms of STI do
not consent to paying for testing for all of the most common STIs.
Because our outpatient facility is known to be MSM-friendly, pa-
tients often do not want to be referred to the public outpatient STI
clinics, where appropriate diagnosis, including necessary micro-
biological examinations, and relevant treatment can be provided
and paid for within mandatory health insurance coverage.

For better access to high-quality STI case management, access
to public and private specialized STI outpatient services without
a referral from a primary healthcare level should be considered
when the future sexual and reproductive national health strategy
is prepared. Moreover, some reports of one-third of LGV cases be-
ing asymptomatic (2) should concern us, along with the fact that
in most cases the sexual partners of infected patients remain uni-
dentified. Therefore, enhanced LGV surveillance, together with
national LGV testing guidelines, might reveal a hidden LGV epi-
demic among MSM in Slovenia.
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lepoto in sijaj vase koze

1 Za zdravo in privlacno kozo,
» 2drave lase in nohte,
» normalno obarvanost koze.

Vitamini biotin, niacin in vitamin B, ter mikroelement cink
prispevajo k ohranjanju lepe in 2drave koze. Baker prispeva
k normalni obarvanosti koze, vitamin C pa ima vlogo pri
nastajanju kolagena za normalno delovanje koze. Hialuronska
kislina, naravna sestaving koze in vezivnega tkiva, zaokro2uje
sestavo prehranskega dopolnila Perfect Skin Hyaluron.

Perfect Skin Hyaluron je na voljo v lekarnah, specializiranih prodajalnah
ter prek spletne strani www.fidimedsi. Prehransko dopolnilo ni
nadomestilo za uravnotezeno in raznovrstno prehrano ter zdrav nacin
2ivljenja. Priporocenega dnevnega odmerka se ne sme prekoraciti.



Picato® 150 mikrogramov/gram gel
3x0,47 g gela

Hitrost v zdravljenju
aktinicne keratoze

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

Enkrat dnevno, 3 zaporedne dni

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

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

Natancno preberite skrajSan povzetek lastnosti o zdravilu!

®

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

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

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

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

Pogostnost nezelenih ucinkov je opredeljena kot:

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

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

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

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

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

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

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

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

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

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

Datum zadnje revizije 15.11.2012

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

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

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

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

*: Oteklina na mestu nanosa na obrazu ali lasi3¢u se lahko razsiri na predel oci.
**Vkljuéno s pekocim obcutkom na mestu nanosa.
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SPREMENIMO ZIVIIENJE
VASIM BOLNIKOM

Remicade,
anti TNF-o indiciran
za zdravijen

o

o aktivne Crohnove bolezni,

e revmatoidnega artritisa,
@ ankilozirajocega spondilitisa,

I

3)Remicade

INFLIXIMAB
ZA BOLISO PRINODNOST

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

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

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

PROMET Z ZDRAVILOM: Janssen Biologics B.V., Einsteinweg 101, 2333-CB-Leiden, Nizozemska DATUM ZADNJE REVIZIJE BESEDILA: 25. julij 2013 PRIPRAVLIENO V SLOVENIJI: junij 2014. Za dodatne informacije poklicite na predstavnistvo Merck Sharp & Dohme, inovativna zdravila d.o.o., Smamnska
cesta 140, 1000 Ljubljana, tel: 01/5204 349, faks 01/5204 350, LITERATURA: Povzetek glavnih znacilnosti zdravila Remicade. IZDAL IN ZALOZIL: Merck Sharp & Dohme, inovativna zdravila d.o.0., Smartinska cesta 140, 1000 Ljubljana. SAMO ZA STROKOVNO JAVNOST. GAST-1122414-0001 EXP:10/2016
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Prvo zdravilo z odobreno
Indikacijo za zdravljenje
zmerne do hude oblike
Hidradenitis suppurativa
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Zdravilo Humira je indicirano za zdravljenje
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SKRAJSAN POVZETEK GLAVNIH ZNACILNOSTI ZDRAVILA Humira 40 mg raztopina za injiciranje v napolnjeni injekcijski brizgi.Sestava Ena 0,8 ml
napolnjena injekcijska brizga z enim odmerkom vsebuje 40 mg adalimumaba. Adalimumab je rekombinantno humano monoklonsko protitelo. Terape-
vtske indikacije Revmatoidni artritis: v kombinaciji z metotreksatom: zdravljenje zmernega do hudega aktivnega revmatoidnega artritisa pri odraslih
bolnikih, kadar odziv na imunomodulirajo¢a zdravila, vkljuéno z metotreksatom, ni zadosten; zdravljenje hudega, aktivnega in progresivnega revmatoid-
nega artritisa pri odraslih, ki prej Se niso dobivali metotreksata. Juvenilni idiopatski artritis: Poliartikularni juvenilni idiopatski artritis (JIA): v kombinaciji z
metotreksatom za zdravljenje aktivnega poliartikularnega JIA pri otrocih in mladostnikih od 2.leta starosti, ki se ne odzovejo ustrezno na eno ali ve¢
imunomodulirajo¢ih antirevmati€nih zdravil. Artritis, povezan z entezitisom: za zdravljenje aktivnega artritisa, povezanega z entezitisom pri bolnikih,
starih 6 let in veg, ki so se neustrezno odzvali ali so intolerantni za obi¢ajno zdravljenje. Ankilozirajoci spondilitis: zdravljenje hudega aktivnega ankilozira-
joCega spondilitisa pri odraslih, ki se na konvencionalno terapijo ne odzovejo ustrezno. Aksialni spondiloartritis brez radiografskega dokaza za AS:
zdravljenje odraslih s hudim aksialnim spondiloartritisom brez radiografskega dokaza za AS, toda z objektivnimi znaki vnetja s poviSanimi CRP in/ali
MRI, ki so nezadostno reagirali na ali ne prenasajo nesteroidnih protivnetnih zdravil. Psoriaticni artritis: zdravljenje aktivnega in napredujocega psori-
ati¢nega artritisa pri odraslih, ¢e odziv na predhodno zdravljenje z imunomodulirajo¢imi antirevmatiki ni bil ustrezen. Psoriaza: zdravljenje zmerne do
hude kroni¢ne psoriaze v plakih pri odraslih bolnikih, ki se ne odzovejo na druge sistemske terapije ali imajo kontraindikacije zanje. Psoriaza v plakih pri
pediatricnih bolnikih: zdravljenje hude psoriaze v plakih pri otrocih in mladostnikih od 4. leta starosti, ki so se neustrezno odzvali na ali niso ustrezni
kandidati za topikalno zdravljenje in fototerapije. Hidradenitis supuprativa: zdravljenje aktivne zmerne do hude oblike hidradenitis suppurativa (acne in-
versa) pri odraslih bolnikih, ki se ne odzovejo zadovoljivo na konvencionalno zdravljenje. Crohnova bolezen: zdravljenje zmerne do hude, aktivne
Crohnove bolezni pri odraslih bolnikih, ki se ne odzovejo na popoln in ustrezen ciklus zdravljenja s kortikosteroidom in/ali imunosupresivom, ali pa
tak$no zdravljenje ni mogoce. Crohnova bolezen pri pediatricnih bolnikih: zdravljenje hude aktivne Crohnove bolezni pri pediatriénih bolnikih (od 6.leta
starosti), ki se ne odzovejo zadovoljivo na konvencionalno zdravljenje, vklju¢no s primarno prehransko terapijo, kortikosteroidom in imunomodulatorjem,
ali pri tistih, ki imajo intoleranco ali kontraindikacije za tako zdravljenje. Ulcerozni kolitis: zdravljenje zmerno do mo¢no aktivnega ulceroznega kolitisa pri
odraslih bolnikih, ki se ne odzovejo zadostno na obi¢ajno zdravljenje ali le-to ni mogoce. Odmerjanje in nacin uporabe Odmerjanje: Zdravljenje mora
uvesti in nadzorovati zdravnik specialist. Revmatoidni artritis: odrasli bolnik: 40 mg adalimumaba vsak 2.teden v enkratnem odmerku v subkutani injek-
ciji. AnkilozirajoCi spondilitis, aksialni spondiloartritis brez radiografskega dokaza za AS in psoriaticni artritis: 40 mg adalimumaba v enkratni subkutani
injekciji vsak 2.teden. Psoriaza: odrasli bolniki: za¢etni odmerek 80 mg subkutano, ki mu sledi 40 mg subkutano ¢ez en teden in nato 40 mg subkutano
vsak 2.teden. Pri bolnikih z nezadostnim odzivom na zdravljenje, se lahko po 16 tednih pokazejo koristi zaradi pove¢anja pogostnosti odmerjanja na 40
mg vsak teden. Hidradenitis suppurativa: 160 mg 1. dan, sledi 80 mg 15. dan in nato 29. dan odmerek 40 mg vsak teden. Crohnova bolezen: med induk-
cijo pri odraslih bolnikih z zmerno do hudo, aktivho Crohnovo boleznijo 80 mg 0. teden in nato 40 mg 2. teden. Po indukcijskem zdravljenju je priporoceni
odmerek 40 mg v subkutani injekciji vsak drugi teden. Ulcerozni kolitis: med indukcijo pri odraslih bolnikih z zmerno do moéno aktivnim ulceroznim ko-
litisom 160 mg 0. teden in 80 mg 2. teden. Po indukcijskem zdravljenju 40 mg v subkutani injekciji vsak 2.teden. Pediatricna populacija: Juvenilni idiopat-
ski artritis: Poliartikularni JIA od 2. do 12.leta starosti: 24 mg/m? telesne povrsine do najve¢jega enkratnega odmerka 20 mg (za bolnike, stare 2 do < 4
leta) in do najvec¢jega enkratnega odmerka 40 mg (za bolnike, stare 4 - 12 let) adalimumaba, vsak 2.teden v subkutani injekciji; Poliartikularni JIA od
13.leta starosti: 40 mg adalimumaba vsak 2.teden ne glede na telesno povrsino. Uporaba zdravila Humira pri bolnikih, starih manj kot 2 leti, za to indik-
acijo ni primerna. Pediatricni bolniki s psoriazo ali ulceroznim kolitisom: Varnost in uginkovitost zdravila Humira pri otrocih, starih 4-17 let, ni bila potrjena.
Uporaba pri otrocih, starih manj kot 4 leta, za to indikacijo ni primerna. Artritis, povezan z entezitisom: Priporo¢eni odmerek pri bolnikih, starih 6 let in
vect, je 24 mg/m? telesne povrsine do najvecjega posami¢nega odmerka 40 mg adalimumaba vsak drugi teden v subkutani injekciji. Psoriaza v plakih
pri pediatricnih bolnikih: Priporoeni odmerek je 0,8 mg na kilogram telesne mase (do najve¢ 40 mg na odmerek), ki se ga da subkutano enkrat na teden,
v primeru prvih dveh odmerkov, nato pa vsak drugi teden. Hidradenitis suppurativa pri pediatricnih bolnikih: Varnost in u€inkovitost zdravila. Hidradenitis
suppurativa pri pediatri¢nih bolnikih: Varnost in u€inkovitost zdravila Humira pri otrocih, starih 12-17 let, ni bila potrjena. Uporaba pri otrocih, starih manj
kot 12 let, za to indikacijo ni primerna. Pediatricni bolniki s Crohnovo boleznijo: < 40 kg: 40 mg 0.teden, ki mu sledi 20 mg 2.teden. Po uvodnem zdravl-
jenju je priporoceni odmerek 20 mg vsak drugi teden v obliki subkutane injekcije; = 40 kg: 80 mg 0.teden, ki mu sledi 40 mg 2.teden. Po uvodnem
zdravljenju je priporo¢eni odmerek 40 mg vsak drugi teden v obliki subkutane injekcije. Uporaba pri otrocih, starih manj kot 6 let, za to indikacijo ni
primerna. Pediatricni bolniki s psoriaticnim artritisom in aksialnim spondiloartritisom, vkijuéno z anksiloznim spondilitisom: Uporaba pri teh bolnikih ni
primerna. Nacin uporabe: uporablja se kot subkutana injekcija. Kontraindikacije Preobcutljivost za zdravilno ucinkovino ali katerokoli pomozno snov.
Aktivna tuberkuloza ali druge hude okuzbe in oportunistiéne okuzbe. Zmerno do hudo sréno popus¢anje. Posebna opozorila in previdnostni ukrepi
Okuzbe: Bolniki so bolj dovzetni za resne okuzbe. Okvarjena pljuéna funkcija lahko zveéa tveganije za razvoj okuzbe. Bolnike je zato treba pred, med in
po zdravljenju natanéno kontrolirati glede okuzb, vkljuéno s tuberkulozo. Reaktivacija hepatitisa B: Reaktivacijo hepatitisa B so opazali pri bolnikih, ki so
dobivali antagonist TNF in ki so bili kroni¢ni nosilci virusa. Nevroloski zapleti: Antagonisti TNF so bili v redkih primerih povezani s pojavom ali poslab$an-
jem Kliniénih simptomov in/ali rentgenoloskih znakov demielinizirajoce bolezni osrednjega Zivénega sistema, vkljuéno z multiplo sklerozo in opti¢nim
nevritisom, in periferne demielinizirajo¢e bolezni, vkljuéno z Guillain-Barré- jevim sindromom. Malignomi in limfoproliferativne bolezni: V' kontroliranih
delih kliniénih preizkusanj z antagonisti TNF je bilo opazenih ve¢ primerov malignomov, vkljuéno z limfomi. Hematoloske reakcije: Redko opisana panci-
topenija, vkljuéno z aplasti¢no anemijo. Cepljenja: Uporaba zivih cepiv pri dojenckih, ki so bili izpostavljeni adalimumabu in utero, ni priporo€ljiva Se 5
mesecev po materini zadnji injekciji adalimumaba med noseénostjo. Kongestivno sréno popuscanje: Pri bolnikih z blagim srénim popuséanjem potrebna
previdnost. Avtoimunska dogajanja: Zdravljenje lahko povzro¢i nastanek avtoimunskih protiteles. So¢asna uporaba bioloskih DMARDS ali antagonistov
TNF: Socasna uporaba z drugimi bioloSkimi DMARDS (t.j.anakinra in abacept) ali z drugimi antagonisti TNF ni priporocljiva. Operacije: Bolnika, ki med
zdravljenjem potrebuje operacijo, je treba natanéno nadzirati glede okuzb. StarejSi ljudje: Posebna pozornost glede tveganja okuzb. Medsebojno
delovanje z drugimi zdravili in druge oblike interakcij V kombinaciji z metotreksatom, je bilo nastajanje protiteles v primerjavi z monoterapijo manjse.
Kombinacija zdravila Humira in anakinre ter zdravila Humira in abatacepta ni priporo¢ljiva. Noseénost in dojenje Zenske ne smejo dojiti vsaj pet mese-
cev po zadnjem zdravljenju z zdravilom Humira. Nezeleni uéinki Najpogostejsi neZeleni ucinki so okuzbe (kot je nazofaringitis, okuzba zgornjih dihal in
sinusitis), reakcije na mestu injiciranja (eritem, srbenje, hemoragija, bole¢ina ali otekanje), glavobol in miSicno-skeletne bolecine. Drugi pogostejsi
nezeleni ucinki: razliéne vrste okuzb; benigni tumor, karcinom koZe; levkopenija, trombocitopenija, levkocitoza; preobcutljivost, alergije; zviSanije lipidov,
hipokalemija, hiperurikemija, nenormalni nivo natrija v krvi, hipokalcemija, hiperglikemija, hipofosfotemija, dehidracija; spremembe razpolozenja, ank-
sioznost, nespecnost; glavobol, parestezije, migrena, stisnenje zivénih korenin; motnje vidnega zaznavanja, konjunktivitis, vnetje veke, otekanje o¢i;
vertigo; tahikardija; hipertenzija, zardevanje, hematom; kaSelj, astma, dispneja; bolecine v trebuhu, navzeja in bruhanje, gastroinestinalna krvavitev,
dispepsija, bolezen gastroezofagealnega refluksa, Sjégrenov sindrom; zviSani jetrni encimi; izpus¢aj, poslabsanije ali pojav psoriaze, urtikarija, modrice,
injiciranja, bole€ina v prsih, edemi, poviSana telesna temperatura; koagulacija in motnje krvavenja, prisotnost avtoprotiteles, zviSanje laktat dehidro-
genaze v krvi; slab$e celjenje. Naéin in rezim izdajanja Predpisovanije in izdaja zdravila je le na recept. Imetnik dovoljenja za promet AbbVie Ltd,
Maidenhead, SL6 4UB Velika Britanija. Datum revizije besedila: 19.11.2015.
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Start with Stelara®

In everyday clinical practice,
4.2-4.9 times more biologic-
naive patients stay on Stelara®
compared with sub-cutaneous
anti-TNF agents.!™

| —

@Stelaref |

(Ustekinumab)

SUMMARY OF PRODUCT CHARACTERISTICS

Name: STELARA 45mg/90 mg solution for injection in pre filled syringe.
Composition: Each pre-filled syringe contains 45 mg ustekinumab in 0.5
ml or 90 mg ki in 1.0 ml. Excipi Sucrose, L histidine, L
histidine monohydrochloride monohydrate, polysorbate 80, water for injec-
tions. Therapeutic Indications: Plaque psoriasis adults: Treatment of
moderate to severe plaque psoriasis in adults who failed to respond to, or
who have a contraindication to, or are intolerant to other systemic therapies
including ciclosporin, MTX or PUVA. Plaque psoriasis paediatrics: Moderate
to severe plaque psoriasis in adolescent patients from the age of 12 years
and older, who are inadequately controlled by, or are intolerant to, other
systemic therapies or phototherapies. Psoriatic arthritis: Alone or in combi-
nation with MTX for the treatment of active psoriatic arthritis in adult pa-
tients when the response to previous non-biological disease modifying anti
rheumatic drug (DMARD) therapy has been inadequate. Posology and
Method of Administration: Under the guidance and supervision of a phy-
sician experienced in diagnosis and treatment of psoriasis or psoriatic ar-
thritis. Avoid areas with psoriasis. Self injecting patients or caregivers
ensure appropriate training. Physicians are required to follow-up and mon-
itor patients. Plaque psoriasis adults & elderly: Initial dose is 45 mg s.c.,
followed by a 45 mg dose 4 weeks later, and then every 12 weeks thereafter.
Consideration should be given to discontinuing treatment in patients who
have shown no response up to 28 weeks of treatment. For patients with a
body weight > 100 kg the initial dose is 90 mg s.c. at week 0, followed by a
90 mg dose at week 4, then every 12 weeks thereafter. Plague psoriasis
paediatrics (12 years and older): The recommended dose is based on body
weight and should be administered at weeks 0 and 4, then every 12 weeks
thereafter. Patients<60 kg; 0.75 mg/kg at week 0, followed by 0.75 mg/kg
at week 4 then every 12 weeks thereafter. Patients> 60-< 100 kg 45 mg at
week 0 followed by 45 mg at week 4, then every 12 weeks thereafter. Pa-
tients>100 kg; 90 mg at week 0, followed by 90 mg at week 4, then every 12
Weeks. Psoriatic arthritis, adults & elderly: 45 mg at week 0, followed by a
45 mg dose at week 4, then every 12 weeks. Alternatively 90 mg may be
used in patients with a body weight >100 kg. Consider discontinuation if no
response in 28 weeks. Children <12 years: Not recommended. Renal & he-
patic impairment: not studied. Contraindications: Hypersensitivity to the
active substance or to any of the excipients, clinically important, active
infection. Special Warnings and Precautions for Use: Infections: Poten-
tial to increase the risk of infections and reactivate latent infections. Cau-
tion in patients with a chronic infection or a history of recurrent infection,
particularly TB. Patients should be evaluated for tuberculosis prior to initi-
ation of STELARA. Consider anti-tuberculosis therapy prior to initiation of
STELARA in patients with past history of latent or active tuberculosis. pa-
tients should seek medical advice if signs or symptoms suggestive of an
incevtion occur. If serious infection develops, they should be closely moni-
tored and STELARA should not be administered until the infection resolves.
Malignancies: Potential to increase the risk of malignancy. No studies in
patients with a history of malignancies or in patients who develop malig-
nancy while receiving STELARA. Monitor all patients, in particular those
older then 60, patients with a medical history of prolonged immunosup-
pressant therapy or those with a history of PUVA treatment for non-melano-
ma skin cancer. Concomitant immunosuppressive therapy: Caution, includ-
ing when changing immunosuppressive biologic agent. Hypersensitivity
reactions: Serious hypersensitivity tions (anaphylaxix and angioed
ma) reported, in some cases several days after treatment. If these cases
occur appropriate therapy should be instituted and STELARA discontinued.
Latex sensitivity: Needle cover contains rubber (latex), may cause allergic
reactions. Immunotherapy: Not known weather STELARA affects allergy
immunotherapy. Serious skin conditions: Exfoliative dermatitis has been
reported following treatment.. Discontinue STELARA if a drug reaction is
suspecte. Interactions: In vitro, STELARA had no effect on CYP450 activ-
ities. Vaccinations: Live vaccines should not be given concurrently with
STELARA, and should be witheld for at least 15 weeks after last dose of
STELARA. STELARA can resume at least 2 weeks after such vaccinations.
No data on secondary transmission of infection by live vaccines in patients
receiving STELARA. Concomitant immunosuppressive therapy: Psoriasis:
The safety and efficacy of STELARA in combination with other i

pressants, including biologics, or phototherapy have not been evaluated..
Fertility, Preg! y and Lactation: The effect of i on human
fertility has not been evaluated. STELARA should be avoided during preg-
nancy. Women of childbearing potential should use effective methods of
contraception during treatment and up to 15 weeks post treatment. Be-
cause of the potential for adverse reactions in nursing infants from usteki-
numab, a decision on whether to discontinue breast feeding during treat-
ment and up to 15 weeks after treatment or to discontinue therapy with
STELARA must be made taking into account the benefit of breast feeding to
the child and the benefit of STELARA therapy to the woman. Undesirable
Effects: Dental infections, upper respiratory tract infection, nasopharyn-
gitis, dizziness, headache, oropharyngeal pain, diarrhoea, nausea, pruri-
tus, back pain, myalgia, arthralgia, fatigue, injection site erythema, injec-
tion site pain, antibodies to ustekunumab, cellulitis, serious hyper-
sensitivity reactions (including anaphylaxis, angioedema), skin exfoliation,
exfoliative dermatitis. Studies show AE reported in >12 years olds with
plaque psoriasis were similar to those seen in previous studies in adults
with plaque psoriasis. Refer to SmPC for other side effects. Incompat-
ibilities: STELARA must not be mixed with other medicinal products. Mar-
keting Authorisation Holder (MAH): Janssen-Cilag International NV,
Turnhoutseweg 30, 2340 Beerse, Belgium Local Representative of the
MAH: Johnson & Johnson d.0.0., Smartinska cesta 53, Ljubljana General
Classification for Supply: RP/Spec. Date of last Revision: 22. 06. 2015

For Summary of Product Characteristics with detailed information please
contact Local Representative of the MAH.

* adalimumab and etanercept: (HR=4.16 and HR=4.91, respectively
[p<0.0001])

§ Setting of medication administration (clinic vs.
self-administration) was not factored into this analysis.

1. Manter Aet al. Poster presented at Annual Meeting of the
American Academy of Dermatology 2015, San Francisco, CA, USA.
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