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This study sought to assess the agreement between
commonly used measures of shame- and guilt-prone-
ness, the Test of Self-Conscious Affect-3 (TOSCA-3), rep-
resenting scenario measures, and the Personal Feelings
Questionnaire-2 (PFQ-2), representing checklist meas-
ures. To overcome the limitations of the widely used cor-
relation analysis, the 2 measures were compared by the
Bland-Altman method. We administered both measures
at once to the same sample of 138 graduate students
(67.39% were female; median age = 27 years). A random-
ly selected sample of 46 students repeated the proce-
dure 8 weeks later. We tested how well our data fit the
hypothesized measurement models, analyzed internal
consistency of measures, evaluated their repeatability,
and analyzed the agreement between them. To account
for the different ranges, both measures' scores were ex-
pressed as the percentages of their maxima. The ob-
served data fit the proposed models well. Both measures
showed good internal consistency and repeatability. In
the shame domain, TOSCA-3 exceeded PFQ-2 scores by
22.32% on average (49.81, -5.13%; 95% limits of agree-
ment), and even more in the guilt domain, by 38.4%
(67.75, 8.20%). Our results question the often-assumed
congruence of the shame domains assessed by scenario
and checklist measures.
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Lichen planus is a chronic, idiopathic disorder which usu-
ally affects skin and mucosal surfaces. While oral mucosa is
frequently involved, esophageal localization is uncommon,
and it usually manifests with dysphagia. It has also been as-
sociated with squamous cell carcinoma. Underdiagnosing
of esophageal lichen planus often leads to a delay in treat-
ment. There are also no clear recommendations for treat-
ment of this disorder. Systemic corticosteroids are usually
the first-line therapy, but different other therapeutic ap-
proaches are also used, with a various rate of response. We
present the case of a patient with esophageal lichen pla-
nus complicated with esophageal stenosis, who was rather
resistant to treatment.
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DNA Damaging Effects, Oxidative Stress Responses
and Cholinesterase Activity in Blood and Brain of
Wistar Rats Exposed to A9-Tetrahydrocannabinol.
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Currently we are faced with an ever-growing use of
A9-tetrahydrocannabinol (THC) preparations, often
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used as supportive therapies for various malignancies and
neurological disorders. As some of illegally distributed
forms of such preparations, like cannabis oils and butane
hash oil, might contain over 80% of THC, their consumers
can become intoxicated or experience various detrimen-
tal effects. This fact motivated us for the assessments of
THC toxicity in vivo on a Wistar rat model, at a daily oral
dose of 7 mg/kg which is comparable to those found in il-
licit preparations. The main objective of the present study
was to establish the magnitude and dynamics of DNA
breakage associated with THC exposure in white blood
and brain cells of treated rats using the alkaline comet
assay. The extent of oxidative stress after acute 24 h ex-
posure to THC was also determined as well as changes
in activities of plasma and brain cholinesterases (ChE) in
THC-treated and control rats. The DNA of brain cells was
more prone to breakage after THC treatment compared
to DNA in white blood cells. Even though DNA damage
quantified by the alkaline comet assay is subject to repair,
its elevated level detected in the brain cells of THC-treat-
ed rats was reason for concern. Since neurons do not pro-
liferate, increased levels of DNA damage present threats
to these cells in terms of both viability and genome sta-
bility, while inefficient DNA repair might lead to their pro-
gressive loss. The present study contributes to existing
knowledge with evidence that acute exposure to a high
THC dose led to low-level DNA damage in white blood
cells and brain cells of rats and induced oxidative stress in
brain, but did not disturb ChE activities.
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OBJECTIVE: To analyze adequacy of risk of bias (RoB) judg-
ments for selective reporting in Cochrane systematic re-
views. STUDY DESIGN AND SETTING :We extracted RoB
assessments, including judgment (low, high or unclear
risk) and supporting comment from Cochrane reviews
of randomized controlled trials using computer parser.
We analyzed sources of information mentioned in sup-
porting comments. We compared judgments of Co-
chrane authors with guidance from the Cochrane
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Handbook for Systematic Reviews of Interventions (Co-
chrane Handbook) and categorized them into adequate
or inadequate. RESULTS: At least 60% of judgments for
risk of selective reporting bias of trials in analyzed Co-
chrane reviews were not in line with the Cochrane Hand-
book. Few Cochrane authors mentioned the trial proto-
col as a source of data for assessing selective reporting.
Most of the inadequate judgments were made among
trials that were judged with low risk of selective report-
ing bias; more than 90%. In 9% of analyzed RoB tables,
Cochrane authors did not use this RoB domain at all.
CONCLUSIONS: Cochrane authors frequently make RoB
judgments about selective reporting that are not in line
with Cochrane Handbook and not mentioning trial pro-
tocol. Interventions aimed at helping Cochrane authors
to make adequate RoB assessments in Cochrane reviews
would be beneficial.
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Child and adolescent psychiatry is in a unique position
to respond to the growing public health challenges as-
sociated with the large number of mental disorders aris-
ing early in life, but some changes may be necessary to
meet these challenges. In this context, the future of child
and adolescent psychiatry was considered by the Section
on Child and Adolescent Psychiatry of the World Psychi-
atric Association (WPA CAP), the International Association
for Child and Adolescent Psychiatry and Allied Professions
(IACAPAP), the World Association for Infant Mental Health
(WAIMH), the International Society for Adolescent Psychia-
try and Psychology (ISAPP), the UN Special Rapporteur on
the Right to Health, representatives of the WHO Depart-
ment of Mental Health and Substance Abuse, and other
experts. We take this opportunity to outline four consensus
priorities for child and adolescent psychiatry over the next
decade: increase the workforce necessary for providing
care for children, adolescents and families facing mental
disorders; reorienting child and adolescent mental health
services to be more responsive to broader public health
needs; increasing research and research training while also
integrating new research finding promptly and efficiently
into clinical practice and research training; Increasing ef-
forts in advocacy.
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Infective endocarditis (IE) is uncommon in children, affect-
ing predominantly subjects with congenital heart disease
(CHD) and patients with indwelling central lines. The prin-
ciples of antibiotic treatment in paediatric population are
similar to those in adults. Prolonged intravenous adminis-
tration of bactericidal rather than bacteriostatic agents is
preferred. Outpatient intravenous therapy after initial treat-
ment in the hospital may be considered only in selected
patients. Partial oral treatment has been described in cases
of left-sided, uncomplicated IE caused by common patho-
gens in adult patients. There are no guidelines or trials in
paediatric population regarding switching therapy from
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intravenous to oral route. We present two cases of IE in
children caused by uncommon pathogenic bacteria (Abi-
otrophia defectiva and Haemophilus parainfluenzae) suc-
cessfully treated with oral third-generation cephalosporin -
cefpodoxime proxetil after initial intravenous therapy. This
paper provides observations on different therapeutic ap-
proach for IE in children as well as another potential use of
cefpodoxime proxetil.
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OBJECTIVES: Acquired thrombotic thrombocytopenic
purpura (aTTP) is a rare autoimmune disorder character-
ized by auto-antibodies to Willebrand factor (vVWF) cleav-
ing enzyme (ADAMTS13), resulting in unusually large VWF
multimers that lead to platelet aggregation, microthrom-
bi formation and microangiopathic hemolytic anemia.
Hemolysis in aT TP is mechanical; thus, direct antiglobulin
test (Coombs test) is usually negative. Multiple autoim-
mune conditions and various auto-antibodies have been
described in the context of chronic myelomonocytic
leukemia (CMML). In this paper, we describe the first case of
CMML with auto-antibodies to ADAMTS13, presenting ini-
tially as plasmapheresis-refractory Coombs-positive aTTP.
RESULTS:Although our patient was not treated for CMML, a
complete remission of alT TP was eventually achieved with
rituximab. Conclusion; We propose that al TP should be in
the differential diagnosis of CMML patients with thrombo-
cytopenia and anemia (Coombs positive or not) who de-
velop signs of thrombotic microangiopathy. Further stud-
ies are much needed to decipher the immune-mediated
processes in CMML.
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Drenjancevic | '. Sex-related differences in forearm
skin microvascular reactivity of young healthy
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OBJECTIVE: To assess sex-related differences in forearm skin
microvascular reactivity to vascular occlusion and cardio-
vascular health in young healthy women and men. METH-
ODS: 203 young healthy individuals (67 men/136 women)
participated in this study. Post-occlusive reactive hypere-
mia (PORH) in skin microcirculation following 1) 2"and 3'
vascular occlusion period was assessed using laser Dop-
pler flowmetry. Anthropometric parameters, body com-
position, blood pressure, heart rate and biochemical pa-
rameters were measured in all participants. Correlations
between PORH and measured parameters were deter-
mined by using corresponding tests. RESULTS:Women
had significantly higher forearm PORH following 1, 2"and
3" vascular occlusion than men. Women had lower body
mass index and waist-to-hip ratio, but higher fat mass than
men. Men had significantly higher blood pressure and
lower heart rate than women. Also, women had lower he-
moglobin, urea, creatinine and serum uric acid, but higher
HDL cholesterol level than men. PORH was negatively as-
sociated with waist-to-hip ratio and systolic blood pressure
only in women.CONCLUSIONS: Young healthy women ex-
hibit higher skin microvascular reactivity to vascular occlu-
sion compared to age-matched men. Increased systolic
blood pressure or central obesity (waist-to-hip ratio) may
pose greater risk to young healthy women than men by
adversely affecting peripheral microvascular function.
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Environmental factors are responsible of cellular senes-
cence and processes found in the development of cogni-
tive disorders. The aim of this paper is to compare bene-
fits of the Japanese, Mediterranean, and Argentinian Diet
on the onset or prevention of senile dementia (SD) and
Alzheimer's Disease (AD). Special focus was on the effects
of specific compounds such as polyunsaturated fatty acids
(PUFAs), antioxidants, and saturated and trans fatty acids.
A high adherence to diets rich in PUFAs, monounsaturat-
ed fatty acids (MUFAs) and antioxidants may decrease the
risk of developing neurodegenerative diseases; while the
predominance of saturated and trans fatty acids possibly
rises it.
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Besides their function in recognizing cancerous and virally
infected cells, natural killer (NK) cells have the potential to
shape adaptive immune responses. However, the mecha-
nisms employed by NK cells to negatively regulate virus-
specific CD8 T cell responses remain to be fully defined.
Using activating receptor natural cytotoxicity receptor
(NCR) 1 deficient (NCR1gfp/gfp) mice, we found increased
numbers of virus-specific CD8 T cells, leading to enhanced
virus control during acute LCMV infection. Furthermore, vi-
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rus-specific CD8T cells were more activated in the absence
of NCR1, resulting in exacerbated immunopathology, doc-
umented by weight loss, and superior virus control early
during chronic LCMV infection. Transfer experiments of vi-
rus-specific CD8T cells into NCR1 deficient hosts revealed
a direct cross talk between NK and CD8 T cells. Studies on
the splenic microarchitecture revealed pronounced disor-
ganization of T cells in infected NCR1gfp/gfp mice, result-
ing in enhanced immunopathology and disruption of the
T cell niche upon chronic LCMV infection. Our data show
a novel pathway employed by NK cells to regulate anti-
viral CD8 T cell responses, namely direct recognition and
elimination of activated CD8 T cells via NCR1 early during
infection to protect the host from an overshooting T cell
response.
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AIMS: Little is known regarding initiation of insulin thera-
py in type 2 diabetes (T2D) in Central and South-Eastern
European countries. Therefore, we conducted a survey to
characterise the prescribing practices of specialist diabetes
healthcare professionals in this region and assessed factors
that influence clinical decision-making regarding insulin
initiation in T2D. METHODS: A cross-sectional survey sam-
pled 211 specialist diabetes healthcare prescribers from
five Central and South-Eastern European countries (Bul-
garia, Croatia, Greece, Hungary, and Slovenia). A structured
questionnaire was developed which surveyed current
clinical practices and influencing factors, barriers to insu-
lin initiation, and combination therapy prescribing prefer-
ences. RESULT: Only 9.4% (20 of out of 211 respondents)
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of healthcare professionals would initiate insulin therapy
in T2D patients at the recommended HbA1c threshold of
7-7.9% [53-63 mmol/mol]. Large regional differences were
evident in insulin initiation thresholds (= 9.0% [>75 mmol/
mol]: Bulgaria 80.8% vs. Slovenia 13.3%). Psychological dis-
tress was recorded as the major barrier to insulin initiation.
Health insurance regulations were ranked more important
than personal clinical experience and clinical guidelines in
clinical decision-making. Information from peers was more
influential than manufacturer information, clinical expe-
rience, and continuous medical education, respectively,
for insulin initiation. CONCLUSIONS: Despite large region-
al variation, there is widespread delay of insulin initiation
from specialist diabetes healthcare professionals in Central
and South-Eastern Europe.
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BACKGROUND: Cardiac resynchronization therapy (CRT)
is an established heart failure (HF) treatment option, how-
ever its effect on ventricular arrhythmias (VAs) is contro-
versial. Regional scar burden and high left ventricular (LV)
pacing threshold (PT) are associated with poor outcome in
CRT patients. The aim of our study was to analyze the im-
pact of intraoperative LVPT on VA occurrence. METHODS:
Eighty consecutive patients with advanced HF sched-
uled for a CRT defibrillator device [aged 63.3£10.9 years;
New York Heart Association lI-lll 86.2%; 52 males (65%);
34 ischemic etiology (42.5%); 71 sinus rhythm (88.7%);
QRS duration 168+25.7ms] were evaluated using single-
photon emission computed tomography myocardial
perfusion imaging. Regional myocardial viability was cal-
culated as the mean tracer activity in the corresponding
segments at the LV lead pacing site. Fluoroscopic position
and intraoperative LVPT were determined at implant af-
ter the final LV lead position was determined. RESULTS:
LVPT was inversely associated with regional myocardial
viability (p -0.785, p<0.001). After a median follow-up

of 36 months (24-57) months VAs were registered in
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27 patients (33.7%). Patients with VAs had higher median
intraoperative LVPT compared to those without VAs [2.2V
(1.9-2.8) vs. 0.8V (0.6-1.2), p<0.001]. In a multivariate logis-
tic regression model intraoperative LVPT was identified
as a strong independent predictor of VAs. CONCLUSION:
Increased intraoperative LVPT during CRT could be asso-
ciated with lower regional myocardial viability at LV lead
location. CRT patients with higher LVPT could have an in-
creased risk of VA occurrence.
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BACKGROUND: Autoimmune disorders including neph-
ropathies have been reported more frequently in alem-
tuzumab-treated multiple sclerosis (MS) patients than in
the general population. OBJECTIVE: Describe instances
of autoimmune nephropathy in alemtuzumab-treated
MS patients. METHODS: Cases were identified from safety
monitoring within the alemtuzumab relapsing-remitting
multiple sclerosis (RRMS) clinical development program
(CDP) or post-marketing, or following off-label use. RE-
SULTS: As of 16 June 2017, 16 autoimmune nephropathies
have occurred following alemtuzumab treatment for MS.
The incidence of autoimmune nephropathies was 0.34%
within the CDP (5/1485 patients). The five CDP cases (one
of anti-glomerular basement membrane (anti-GBM) dis-
ease, two of membranous glomerulonephropathy, and
two of serum anti-GBM antibody without typical anti-GBM
disease) were identified early, responded to convention-
al therapy (where needed), and had favorable outcomes.
Three of 11 cases outside the CDP occurred following off-
label alemtuzumab use prior to approval for RRMS and
were all anti-GBM disease. Diagnosis was delayed in one of
these three cases and another did not receive appropriate
treatment; all three cases resulted in end-stage renal fail-
ure. All anti-GBM disease cases with documented urinalysis
demonstrated prior microscopic hematuria. CONCLUSION:
Close monitoring of alemtuzumab-treated MS patients fa-
cilitates diagnosis and treatment early in the nephropathy
course when preservation of renal function is more likely.



