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ABSTRACT

The stress factor/stress agent is a conglomerate of heterogeneous stimuli (physical, chemical, biological,
psychological) which interact with the human organism at various levels, the cause-effect conversion being made in
the area of superior cognitive psychological proceses, with direct or indirect psychological effects, stress being thus
triggered as a reaction of the organism with psychosomatic or somatopsychic effects according to the law of
reversibility (retroaction, reverse connexion).

Key words: skin stress factor/stress agent, reversibility law, psychosomatic/somatopsychic, consonantist
psychology, resonance
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| INTRODUCTION

Stress factors (SF)/stress agents
(SA), generally not alone but in
multiple combinations in a situational
configuration and by interacting with
the subject in question, create a
potentially stressful situation which
disrupts psychological homeostasis
(psychological balance).

The action of SF/SA is harmful
when the subject in question responds
at emotional level by anxiety and at
initially cognitive level by adaptative
response, and if new emotional
reactions occur psychic stress may be
reached.

A Wells (11) underlines the fact
that there is no theory or cognitive
model of anxious disturbances, the
author choosing the conception of A.T.
Beck (3) where the term of cognition
refers to an entire series of mechanisms
upon which judgement processes rely,
and to a certain point to the content of
their product known as thoughts.

The basis of the cognitive theory
of  emotional disturbances  is
represented by the assumption
acording to which disfunctions in this
area occur and develop due to
interpretations people give to etreme
events. At the same time, behaviour
responses  resulting  after  such
interpretations play, in their turn, a
role in  maintaining emotional
disturbances (5).

Thus, thoughts may become
veritable SF/SA, they may induce
various types of stress (distress and
eustress) a.n.

AEllis (4) considers that
irrational beliefs represent the source of
emotional and behavioural
disturbances, these beliefs generating
absolute requirements and requests,
the latter being the basis for irrational
cognition which is the source of
emotional disturbances.

B. Arnold (2) thinks that the
intuitive assesemnt of a situation initiates
a tendency to action which is experienced
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as an emotion and is expressed by various
organic changes.

R.S. Lazarus et al (7) were the first
to show the importance of cognitive
processes in the genesis of SP and
described a general frame for the
interaction between SA and the
individual, capable to suggest that both
the evaluation and reevaluation
processes of the harmfulness of SF/SA,
as well as the adaptative alternatives,
have a major affective resonance.

Describing the dynamics of
emotion, B. Arnold (1) identifies a
succession of operations which might
not reach the equivalent amplitute of a
SP. These operations are usually run at
the level of the subject's conscience and
have the following  sequence:
perception of SF/SA, memory of
similar experiences, reassessment of
the situation, actual action.

The occurence of a SF/SA
triggers a brain activation which causes
a state of emotional tension, generating
anxiety when the action persists
without an adequate response, the
stress threshold being thus reached. In
this moment, the subject perceives the
danger and is either task-oriented,
seeking to solve the situation, or self-
oriented, tending to maintain the initial
psychological balance. Thus, in a first
stage, an adaptative mobilization is
recorded by improved performance,
and during the second stage
deteriorated responses occur due to
decreased performances and the
rigidity of adaptative acts characterised
by the incapacity to capitalise previous
experience, by the occurence of
instability, suspicion, hostility. All
these lead to a state of internal conflict
described as exhaustion  threshold
characterised by fatigue,
ineffectiveness, hopelessness, sense of
guilt, in one word depression (6).

SF/SA have a global action before
the response is elaborated (primary
character) and another one during and
after the response is triggered



(secondary character), both actions
being based upon the principle of
reverse connexion, described as

influencing the system's state of
reception to a new action or to the
persistent action of a SA (6).

| DISCUSSIONS

Law of reversibility (retroaction,
reverse connexion) governs the entire
work of St. Odobleja* ,, Consonantist
Psychology”and his entire thinking, he
being the one to detect the general
character of feedback and to try to
highlight it in the most variate
processes and phenomena (10). In this
work composed before 1938, probably
between 1934-1937, we surprisingly
identify in the chapters on static
psychic  (senses, reaction organs,
memory), dynamic psychic,
fundamental phenomena (excitations,

sensations, reactions), affective
phenomena, resemblances with the
general adaptation syndrome (GAS)
described by H. Selye, promoting
original ideas, definitions, concepts,
laws.

Thus, according to the conception
of St.Odobleja, the excitations we may
assimilate to SF/SA produce, through
our senses, sensations which in their
turn produce various reactions from
the human organism such as
adaptative and non-adaptative ones

(fig.2).

inadaptation

T [ ;
| , [ exhaustion
alarm | resistance : (““w,r
_________________________ IR el e
. . . i . Lam="
excitation sensation ! impulse reaction i
|- . 1 |- [
L Ll | L Ll |
. | -
fixation | reproduction | T e
| l I
: adaptation

Figure 2. Possible reactions to SF/SA
Diagram adapted after: Dr. St. Odobleja, Psychologie Consonantiste, first volume, Libraire Maloine, Paris, 1938,

p. 137.

Fig.2 - sensation is the internal part of excitation, similarly to the impuls being the interior (psychic) portion of
reaction. Fixation is a standstill while reproduction is a restart of the interrupted movement.”

In  this diagram, fixation
(standstill) would be interpreted as an
adaptation of the organism to the
action of SF/SA, and reproduction and
impulse would be the continuation of
the action of SF/SA wupon the
organism, with psychic implications.

Together with physico-chemical
excitants, St. Odobleja also considers
psychic excitants (images, thoughts,
defining senses as ,.. organs of
sensations; providers of the psychic, of
memory, the entrance gate to the
psychic. Contact point for the physic
and psychicological
components” (cit.9).
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For St. Odobleja the universe is a
circle (fig. 3), and its two halves are
represented by the physic and
psychlogical components; ,the physic
is the source of the psychic and its last
expression, its cause and often, its
effect, the material of which the
psychic is constructed”(cit.9).
Quantitatively, he considers that
physique is the largest portion of the
universe, it is the ,exterior, the
periphery, the large sphere; the psychic
is the interior, the centre, the smallest
portion but the most important in each
being's universe”(cit.9).



physique

sychic

Figure 3. The universe seen by St.Odobleja; Source: op. cit., p.47

From dichotomous divisions
which are in fact the basis for the
author's conception, we may observe

that the origin of excitants and
reactions lies within the physique (8):

Transformable physique, pre-psychic, excitants;
Transformed physique, post-psychic, reactions and acts

SA/SF are originally either
physico-chemical or  they are
psychlogical stimuli finally acting at
psychic level where the impulse as a
psychic phenomenon is produced
which will trigger reactions belonging
to the physiological area. At psychic
level, affective phenomena St. Odobleja
describes as concepts, intervene as an

Excitants Affectivelens

effect of external excitants' refraction
through the concave lens of the
organism's subjectivity, process during
which the even and continuous course
of external energies is suddenly
deviated in different directions, thus
generating the external poles of
inconvenience and pain with pleasure
situated betwen them. (v. fig.4)

Deviated, bad state, pain

Normal, optimal state, pleasure

Deviated, bad state, pain

Figure 4. Affective lens; Source: op. cit., p.158

We may state without being
mistaken that in his work, St. Odobleja
originally = describes the psycho-
physiological mechanisms triggered in
the organism by various external or
internal stimuli, as well as the
importance of the psychic in the
adaptation or inadaptation processes of
the organism to these stimuli.

Presently, the multiple reactions
of the psycho-somatic system triggered
by internal or external stimuli with
different sources have been elucidated.
The psycho-physiological unity of the
human organism obliges us to regard
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stress rather as somatopsychic or
psychosomatic, and we must avoid
refering to somatic and/or psychic
stress.

The information comming from
inside or outside the organism
influences the synthesis of pituitary
neurohormones which will in their
turn influence the secretion of
peripheral hormones which will then
act upon various tissues. Upon the
assessment of the stressful character all
the elements of the nervous system
intervene (v. fig.5).



SF/SA

Intemnal stimuli

External stimuli

COItex
i

FR
SL

Disease

e
subcortex

F F

neurotransmitters

Behaviour
disturbances
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.

Neurcendocrine ";r/x. N
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'

eurovegetative
stimulation

Acetylcholine  Neuropeptides

' v

Changesin tissues and organs

b
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Y

Psvchic disturbances [*

F 3

T

Figure 5 Neurohormonal reactions and PSD (psycho-somatic disorders) produced by SF/SA
Surce adapted after: I.B. lamandescu (1999): Elemente de psihosomaticd, Ed. INFOmedica, Bucuresti, p.4

Mac Lean and V. Reichlin,
classify neurovegetative fibers into
three large categories: sympathetic

(adrenergic), parasympathetic and non-
adrenergic, non - cholinergic. The latter,

even  though  vehiculated by
sympathetic =~ or  parasympathetic
nerves, have different

neurotransmitters. The stimulation of
sympathetic and  parasympathetic
nerves is not entirely blocked by
antiadrenergic and anticholinergic
drugs, suggesting the existance of
certain nervous fibers with other
neurotransmitters (6).

Accoding to St.Odobleja (9), the
vegetative nervous system (VNS) is the
coordinating, normalising,
compensatory organ reacting against
disbalances. When discussing the
criticism of the vago-sympathetic
theory, he shows that it evolved from
the dogmatic systematisation of
Eppinger and Guillaume and the
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amphotropism of Danielopolu and
explains that the theory ,...neglects the
existance of peripheral organs, their
individuality, their direct and non-
mediated reciprocal actions, direct
(periphero-peripheral) nervous
correlations between various organs
are neglected: nothing is mentioned on
direct relations and interactions from
one organ to another. Only top to
bottom actions are admitted as well as
those exerted by means of the vago-
sympathetic nervous system.”(cit. 9
p.427); ,in reality, there is no inhibitory
system opposing an excitant system:
each nervous fillet is successively
inhibitor and exciter. From this stand
point, each nervous fillet is an
indifferent conductor, also each
nervous cell (or ganglion) react either
by excitation or by depression - case by
case, depending on the excitant, on its
dose, on the physiological state,
etc.”(cit.9 p.431).



Psychosomatic interactions. Source: adapted after $t.Odobleja(1982): Psihologia Consonantistd, Ed. Stiinfificd si

Enciclopedicd, Bucuresti, p 425.

CONCLUSIONS

Of those above presented, the
idea that St. Odobleja had an
integrative vision on the activity of the
two vegetative systems, the
sympathetic and parasympathetic,
emerges.

In his conception, the brain is an
energy resonator, and sensorial organs
are collectors, selectors, transformers,
amplifiers and reductors, resonators-
receptors, resonators-amplifiers,
captating excitations (SF/SA) and
transforming them into psychic energy
which would be of unknown origin,
probably  transmitted by some
endocrine secretions
(neurotransmitters, neuromodulators)
producing the condensation of

peripheral excitations with central
decondensation or detension or vice-
versa (9), process which according to
the consonance/disonance theory
would lead to disbalances which
endanger the psychic, endocrine and,
finally, the general homeostasis.
Regardless of the number and
variety of stressors, the human
organism only has one type of
physiological defense mechanism and
this mainly depends on the integrity of
the corticosuprarenal gland whose
hyperactivity =~ is  responsible  of
adaptation disturbances, the human
organism being the victim of its own
biological defense mechanisms.
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ABSTRACT

Background: Although pulmonary rehabilitation (PR) has proven effective in COPD, in restrictive lung
diseases (RLD) the indication is not well established.

Aim: To evaluate the results of a rehabilitation program on RLD patients.

Method: Moderate-severe RLD patients were included. The parameters evaluated were: dyspnea (mMRC
and BORG), pulmonary function (TLC, DLCO), exercise tolerance (6MWT, CPET), quality of life (SGRQ), anxiety
and depression (HADS). PR program: outpatient, 7 weeks, 3 sessions/week, including: exercise training,
physiotherapy, therapeutic education, psychological support.

Results: 10 patients; mean age 42.5£9 years, 4 females, mean TLC 55.9118% predicted. Etiology: idiopathic
pulmonary fibrosis (4), sarcoidosis (2), radiation induced fibrosis (2), alveolar proteinosis (1), histiocytosis X (1).
After PR we found significant improvement (p<0.05) in: dyspnea (nMRC 3.2+0.7 to 2.6+0.5, BORG 3.4%0.8 to
2%0.8), exercice tolerance (6MWT distance 416.3+92 to 460.4£93 m, VO2 max 12.59%3 to 14.27+3 ml/kg/min),
anxiety and depression (HADS 15.2£5 to 11.5%4.8). The improvement in quality of life did not reach statistical
significance (SGRQ 54.43+17 to 51.31£15).

Conclusion: In our RLD patients, a complex 7 weeks outpatient rehabilitation program resulted in benefits
in terms of symptoms, exercise tolerance, anxiety and depression.
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INTRODUCTION

Although the literature and
studies in pulmonary rehabilitation
area are focused mostly on COPD
patients, it is very likely that the same
benefits can be obtained in other
chronic lung diseases.

The restrictive lung diseases
(RLD) are a group characterized by

specific radiological changes and
functional pattern of restriction.
Representative for this group is

idiopathic pulmonary fibrosis (IPF).

In these patients, the main
symptom is exertional dyspnea that
leads to a decreased physical activity.
The mechanism of the diminished
exercise tolerance is complex,
involving also impaired gas exchange,
ventilatory limitation and peripheral
muscle dysfunction (related to long
term corticotherapy, deconditioning or
systemic manifestations). Quadriceps
weakness present in these patients
leads to diminished exercise capacity,
as evidenced in the study conducted by
Nishiyama. In addition, patients with
RLD  develop hypoxemia and
pulmonary hypertension, contributing
to breathless and inactivity.

The IPF patients have a reduced
level of physical activity, as shown in a

study on lung transplant candidates.
This patient’s prognostic is related to
impaired exercise capacity, as maximal
oxygen uptake < 8.3 ml/min/kg or
desaturation during 6MWT less than
88%. Therefore seems logical to
presume that that they can obtain a
benefit from exercise training.

Pulmonary rehabilitation (PR)
aims to interrupt the vicious circle of
inactivity through a series of specific
measures (exercise training, physical
therapy, therapeutically education)
that give the patient a chance for social
reintegration. Exercise training is the
key point and the tools used are
cycling, treadmill, stepping and
walking. Training should cover all
muscle and not neglect the upper limbs
and, in selected cases, the respiratory
muscle.

Pulmonary rehabilitation
programs can be in patient, out patient,
home based or community
rehabilitation.

Although a series of studies
revealed the benefits of pulmonary
rehabilitation in RLD, currently there is
not a full recommendation for this
therapy.

MATERIAL AND METHOD

Subjects:  The
conducted in  the  Pulmonary
Rehabilitation ~Center at “Marius
Nasta” National Institute of
Pulmonology, Bucharest, Romania.
Patients with restrictive lung diseases
that  experienced dyspnea and
decreased daily life activity were

study  was

referred to the center by their
pulmonologist. All had moderate-
severe disease but were in stable

clinical condition. Five of them have
chronic respiratory failure and were on
long-term  oxygenotherapy (LTOT).
Before the rehabilitation program
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started, all patients signed an informed
consent.

The  contraindications  were:
instable heart disease, poor
compliance, impossibility to

understand the procedures, the
difficult accessibility to the center.

Parameters evaluated:

a) Pulmonary Function Tests:
Total lung capacity (TLC) was
measured by using a
bodypletismograph Jaeger. There were
3 repeatable and acceptable measures
performed and the mean value was
chosen. For Carbon Monoxide
Diffusing Capacity (DLCO)



determination we used single breath
maneuver. Two maneuvers were
performed, the mean value being
chosen.

b) Exercise capacity was assessed
by 6 minutes walking test (6MWT) and
standardized cardiopulmonary
exercise test (CPET). 6 Minutes
walking test (6MWT) is a constant
load exercise test that measures the
longest distance a patient can walk on
a flat surface (50 m) in a period of 6

minutes (6MWD); two tests were
performed, 30 minutes  apart.
Cardiopulmonary exercise testing

(CPET) represents one of the most
important tools used to accurately
assess exercise tolerance. It can provide
significant information, as the maximal
aerobic power or VO2 max; maximal
power, used to set training intensity;
gas exchange in rest and at effort®.

¢) Dyspnea was assessed by using
BORG dyspnea scale (evaluated at the
beginning of 6MWT) and modified
Medical Research Council mMRC
dyspnea scale.

d) Quality of life was assessed
using the Romanian version of St
George  Respiratory = Questionaire
(SGRQ). It has 50 items and 3 domains:
symptoms, activity (the disturbances to
patient’s daily physical activity) and
impact (social functioning,
psychological disturbances resulting
from airways disease). Scores range
from 0 to 100, with highest values
indicating more limitations.

| K

Fiqure 1. Lower limb training on the cycloe'rggometer
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e) DPsychological status was
assessed using Hospital Anxiety and
Depression Scale (HADS). It is a 14-
item questionnaire whose value range
from 0 to 21.

Pulmonary rehabilitation
program design: The pulmonary
rehabilitation program conducted in
our center it is an outpatient program
consisting in 20 sessions (3 session /
week), approximately 7 weeks. The
components are: peripheral muscle

training (legs and arms muscle),
physical therapy, education and
psychological support.

Training protocol: for lower
limbs aerobic endurance training was
performed with a cycloergometer
(fig.1). For establishing the workload
we used the maximal power obtained
during the CPET. We start with a
minimal power (20 watts) and
increased with 5-10 wats per week, in
order to reach 60-80% of maximal
power obtained at CPET.

Every session of rehabilitation
includes 20-30 minutes cycling, 15
minutes of exercise for arm muscle and
10 minutes of physiotherapy. The vital
signs (Sa02), blood pressure, heart rate
were followed up for safety. For the
patients that were on long-term
oxygenotherapy, the training was also
performed with it.

Upper limb training was not
standardized. The patients performed
series of 10 exercises with free weights
or at multifunctional device that

contains elastic bands (fig. 2).

Figure 2. Example of exercise for upper limbs



Physical therapy consisted in
learning breathing and relaxation
techniques, airway clearance. There
were made under the supervision of a
physiotherapist.

Therapeutically education: The
patients received explanations about
the nature of the disease, symptoms
and management and the impact on
their daily activities. They learned on
how to modulate their lifestyle to their
illness, and how to use energy
conservation techniques.

Psychological  support:  one
psychologist organized meeting groups

(usually 3-4 patients) once per week.
He discussed with them about the
acceptance of their illness and
modalities on how to deal with the
stress, anxiety and depression. A
special concern was given for the
patients waiting lung transplantation.

STATISTICAL ANALYSIS

The parameters values were
compared before and after 7 weeks on
the rehabilitation program. Statistical
analysis was performed using SPSS var
18.0. A p value < 0.05 was considered
significant.

RESULTS

13 patients with restrictive lung
disease = were referred to our
rehabilitation center. During the pre-
screening period, one patient suffered
an episode of severe respiratory
infection. Two non compliant patients

was: idiopathic pulmonary fibrosis (4),
sarcoidosis (2 patients), radiation
induced  fibrosis  (2),  alveolar
proteinosis (1), histiocytosis X (1). Two
patients were enrolled on a lung
transplantation list.

left the program after few sessions. The The patient’s baseline
present report includes the results for characteristics are summarized in table
10 patients who finished the 7 weeks L
rehabilitation program. The etiology
Table I. Baseline characteristics of RLD patients
Patients characteristics
Age (years) 425+9
Sex 4 females/ 6 males
BMI (kg/m?2) 2456 +4
TLC (1) 3.24+0.7
TLC (% predicted) 559+8
DLCO (% predicted) 4264111
Sa02 (%) 946+28
6MWD (m) 4163 +92
VO2 max (ml/min/kg) 1259 +3

Lung function tests: The
functional pattern was restrictive in all
cases, with mean TLC value 3.24 + 0.7 1
(55.9 £ 8% predicted). The DLCO was
severely decreased, with a mean value
of 42.64 + 11% predicted. At baseline,
DLCO impairment was significantly
correlated with HADS score (p=0.003)
and SGRQ (p=0.04). As expected, no
significant changes were seen in lung
function tests after rehabilitation (table
II).
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Exercise tolerance: Following the
training period there was a significant
increase in 6MWT distance, with 44.1
m, from 4163 to 4604 m (p=005).
Maximal power obtained during CPET
increased with 3 watts, without
reaching statistical signification. More
important was the finding that
maximum oxygen uptake increased
significantly ~ (p=0.04), with 1.68
ml/kg/min.

Dyspnea:  We  noticed a
statistically significant improvement in




shortness of breath, regarding three
parameters evaluated. First, mMRC
dyspnea score significantly decreased
with 0.6 points; second, there was
amelioration in BORG score with 1.4
points, and, third, symptoms domain

from SGRQ score improved with 9.67
points. We can therefore appreciate
that in terms of breathlessness,
rehabilitation led to a major
improvement.

Table II. Parameters values at baseline and after completion of rehabilitation

program
Parameters Before rehabilitation After rehabilitation
n 10 10
TLC % 55.9+8 56.4+8 p=0.2
DLCO % 42.6+11 45.76+13 p=0.2
6 MWD (m) 416.3+92 460.4493 p=0.005
P max (Watts) 68425 71428 p=0.2
VO2 (ml/min/kg) 12.59+3 14.27+3 p=0.04
Dyspnea mMRC 3.2+0.7 2.6+0.5 p=0.03
Dyspnea BORG 3.4+0.8 2+0.8 p=0.004
HADS 15.2+5 11.5+4.8 p=0.01
SGRQ 54.43+17 51.31£15 p=0.5

Quality of life: Although we
found an improvement in total SGRQ
score with 3.12 points, it did not reach
statistically significance (table III).

Looking to the three domains of SGRQ
(table 3), we noticed that the highest
and significant improvement was in
the symptoms domain (p=0.03).

Table III. SGRQ score before and after pulmonary rehabilitation

SGRQ Before rehabilitation After rehabilitation

n 10 10

SGRQ- symptoms 53.9+14 44.23+20 p=0.03
SGRQ - activity 71.3£22 75.26+15 p=0.7
SGRQ - impact 4482419 39.88+27 p=0.3
SGRQ - total 54.43+17 51.31£15 p=0.5

Anxiety and depression: At the
beginning of the rehabilitation
program, all patients had a significant
degree of anxiety and depression. The
measures taken: exercise re-adaptation,

psychological counseling, lead to a
clearly improved mood.  After
rehabilitation program, HADS score
decreased with 3.7 points.

DISCUSSIONS AND CONCLUSIONS

The research in the pulmonary
rehabilitation field is focused mostly on
COPD  patients. But, since the
predominant symptom in restrictive
lung diseases is exertional dyspnea, it
seems logical that a physical training
would improve this patient’s status.

However, there is no sufficient
evidence for pulmonary rehabilitation
recommendations in restrictive lung
diseases. In the last ATS/ERS
statement of IPF for is stipulated that
“the majority of patients with IPF
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should be treated with pulmonary
rehabilitation, but pulmonary
rehabilitation may not be reasonable in
a minority”?l. And yet, for restrictive
lung diseases there are not very many
therapeutically  options. In IPF
(idiopathic pulmonary fibrosis) the
median survival is 3-5 years and not all
patients have a chance to riches lung
transplantation.

A recent meta-analysis which
analyzed 34 papers about 19
interventions in 3635 patients find that




pulmonary rehabilitation in restrictive
lung diseases have a positive effect on
6MWD, quality of life and a mixed
effect on dyspnoea.

As in COPD, the rehabilitation
programs can be in-patient (in hospital
or dedicated centers), out-patient
(ambulatory) or home-based. In a large
serie of RLD patients (402), an inpatient
rehabilitation program with a mean
period of 30 days lead to an
improvement on 6MWT distance with
46 m.

Another program,
home-based, 6 months, improved
respiratory muscle forces, exercise
tolerance, health-related quality of life,
and the perception of dyspnea in
patients with restrictive lung disease to
the same extent as in COPD patients.

There are some controversial data
regarding which RLD patient benefits
more from pulmonary rehabilitation:
those with very severe disease or those
with moderate/mild disease. The
beneficial effects of pulmonary
rehabilitation may be more
pronounced in patients with worse
baseline functional status. On the other
hand, Holland group observed a
tendency to respond less to PR as the
disease progress.

A significant proportion of RLD
patients are referred to rehabilitation
programs when the disease is
advanced and they are already with
respiratory failure and need for
oxygen. A recent observational study
on an outpatient, 7 weeks,
rehabilitation program, in 115 RLD
patients found that patients on
oxygenotherapy gain less from PR and
have a higher mortality rate. On the
other hand, Naji find a better
improvement of exercise endurance
(treadmill test) after 8 weeks of
rehabilitation for patients with LTOT
compared with those not using LTOT.

Duration of rehabilitation
programs in RLD varied, from few
weeks to 6 months, mostly being
performed on short periods of time.
Although pulmonary rehabilitation can

this time
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have immediate positive results, their
long-term maintenance has not been
well evidenced. Holland group find
that, unfortunately, the benefits were
not sustained 6 months following
rehabilitation program.

It seems logical to asume that
longer rehabilitation program can
achieved higher physiological training
effects. ~ Altough RLD  patients
responded well after 12 weeks of
pulmonary rehabilitation, the results
were even better after 24 weeks, in
terms of exercice tolerance and quality
of life.

Naji find in a group of 26 patients
with interstitial lung diseases that
underwent an 8 week rehabilitation
significant improvement in dyspnea,
quality of life, anxiety and depression,
exercice endurance, but also a
reduction on hospital admission days.

One of the advantages of the
pulmonary rehabilitation is the absence
of side-effects, present in some
pharmacological therapy.

Our rehabilitation program was
conducted outpatient, within a period
of 7 weeks, in order to reach a total of
20 sessions. We choose this length of
program because of the following
reasons: although a short program, it
seems to be enough time to assure
beneficial effects, the patients must
provide their own transportation to the
center and a program too long can
result in a large number of
withdrawals.

This program was not specific for
patients with restrictive lung diseases,
it was a general multi-approach
program including, besides training,
therapeutic education. A psychologist
organized weekly group meeting; a
special approach was used in patients
candidates to lung transplantation.

We obtained significant benefits
in term of symptoms, expressed by
improvements in tools wused to
quantified dyspnea: mMRC score (-0.6
points) and BORG score (-1.4 points).

For the exercise tolerance, there
was a significant increase in distance



obtained at 6BMWT (with 44 m) and less
important in maximal power obtained
at CPET (3 watts). The most important
was, however, the significant
improvement in maximum oxygen
uptake (VO2, from 1259 to 14.27,
p=0.04) that reflects the physiologic
and metabolic changes occurred after
exercise training.

An increase of SGRQ score was
seen, even it did not reached statistical
significance. =~ The  benefits  on
psychological status (HADS score
improved with 3.7 points, p=0.01) it
may be the combined result of
improved symptoms and exercise
tolerance that leads to increased self-
confidence, but also the support
provided by a psychologist.

One if the major lack of our study
was the small number of patients. One
of the reasons was the difficult access
(the patient transport to the
rehabilitation center must be assured
by the patient himself or by the family).
In some cases, the severity of the
disease not allowed the patients to
reach the center. For these patients, a
home based rehabilitation program is
more reliable. These are the first results
of a study we plan to continue on a

larger number of patients and a control
group.

It is also very important to
increase the knowledge of pulmonary
rehabilitation on Romanian medical
stuff and general population. Given the
limited treatment options in this
patients, pulmonary rehabilitation is a
significant therapy to consider.

We also need to follow these
patients after the training was over, in
order to see if the benefits are
maintained on long term, knowing that
usually stop training leads to physical
deconditioning. Therefore, it will be
important to maintain daily physical
activity to maintain the beneficial
effects of the respiratory rehabilitation.

In conclusion, this study showed
that a multi approach pulmonary
rehabilitation program can bring
benefits in patients with restrictive
lung diseases.
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ABSTRACT

The spreading of multiple-drug resistant tuberculosis (MDR TB) is a public health problem, its prevalence
indicating the effectiveness of TB control programmes. MDR TB indicates resistance to the most effective treatment,
isoanizide and rifampicin. Extensive tuberculosis (XDR TB) is actually MDR TB with an extra resistance of the
bacilli to any fluoroquinolone and to at least one second-line injectable drug. Multi-drug resistance originates in an
inadequate treatment and is aggravated by a late diagnosis, consequently MDR-TB/XDR-TB has become a
worldwide epidemic constantly enhanced by poverty, HIV infection, and inadequate control over the transmission of
the disease. In the last few years, the WHO has paid a special attention to multiple-drug resistance and has set a
series of recommendations meant to control the spreading of germ-resistant TB infection. The current study aims at
assessing the management of MDR TB cases in the western part of Romania (Timis and Arad counties) in order to
identify new solutions for a better management.
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INTRODUCTION

MDR TB/XDR-TB has become a
worldwide epidemic. In 2010, there
were 650,000 cases of MDR TB (5.4% of
the known TB cases) with 9% of these
being XDR TB, and by the end of 2011,
77 countries have reported at least one
case of XDR TB.

For a better estimation of the
chemoresistant cases in Romania, two
national chemoresistance studies were
conducted, the first in 2003-2004, and
the second in 2009-2010. The first study
showed an incidence of multiple-drug

11.6% in re-treatment cases; the second
study showed an incidence of XDR of
9.9% in the new cases, and 11.6% in re-
treatment cases.

In our country, TB continues to
have a high impact despite all
measures taken in applying the
National TB Control Programme. In
2011, the prevalence of MDR TB was
419% (1528 cases), 1.96% XDR (30
cases). The western part of Romania is
the area where the incidence of TB still
exceeds the national values, and this

resistance of 2.9% in the new cases, and also includes MDR TB.
MATERIAL AND METHOD
We have conducted a anti-TB treatment for less than a
retrospective-  prospective  study month. Relapse: a patient who had

assessing the management of MDR TB
cases recorded in the western part of
Romania (Timis and Arad counties).

Pentru realizarea The information
was gathered on a chart showing:
general  information about the
participant (age, gender), the patient’s
history, clinical and para-clinical
characteristics (type of the MDR TB
case, radiological exam, KB
bacteriological exam, KB anti-biogram),
associated disorders, monitoring and
evaluation.

The study group was selected
according to the following criteria:
patients with MDR TB recorded during
2008 - 2009, excluding the post-mortem
patients recorded in this interval.

The clinical situation was
analysed according to the type of TB,
the category of MDR TB, the results of
the antibiogram (validation and
concordance of county labs vs national
reference lab - NRL), the duration of
anti-TB treatment, monitoring and final
evaluation of the cases.

The type of TB may be: a new
case (N), relapse (R), failure (F),
abandon (A) or chronic (C). A new case
is a patient who has never received
anti-TB treatment or who has received
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previously been treated for TB, has
been declared cured or fully treated,
and has a positive TB diagnose
following his bacteriological exam.
Failure: a patient who started re-
treatment after having ,failed”to yield
results for a previous treatment.
Abandon: a patient who started re-
treatment after having “abandoned”a
previous treatment and is
bacteriologically positive, or his/her
physician decides that a new treatment
has to be resumed after abandoning the
previous one. Chronic: a patient who
started re-treatment after having been
assessed as a “failure”of a previous re-
treatment.

The category of MDR-TB patients
has been sub-divided, according to the
patients” history, in: new MDR-TB case
(the patient who has never been
previously been treated for the
associated disorder for more than one
month), MDR TB patient treated with
first-line medication (patient who had
previously received treatment for more
than one month, but only with first-line
drugs), and MDR TB case treated with
second-line medication (patient who had
previously been treated for more than
one month with second-line drugs,



regardless whether associated or not
with first-line medication).

The category of first-line (essential)
anti-TB medication includes: Isoniazide
(I), Rifampicin (R), Pyrazinamide (P),
Streptomycin (S) si Etambutol (E).
Second-line  (backup) anti-TB  drugs
include: aminoglycosides (Kanamycin-
K, Amikacina-AK, Capreomycin-CM),
thiamides (Prothionamide-PTM,
Ehtionamide-ETM),  fluoroquinolone
(Ciprofloxacin-CPX, Ofloxacin-OFX,

Moxifloxacin-MFX), Cicloserin (CS),
PAS and Claritromycin (CL).
Multiple-drug  resistant ~ TB
denotes resistance to the most effective
anti-TB  treatment, isoniazide and
rifampicin. Extensive TB (XDR MDR-
TB) refers to MDR TB with an extra-
resistance  of  bacilli to any
fluoroquinolone, and to at least one
second-line injectable medicine.

‘ RESULTS AND DISCUSSIONS

The study group was formed
taking into account the geographical
area of the subjects (Arad or Timis
counties) and the pre- or post-mortem
diagnosis of MDR TB. According to the

inclusion criteria, only 41 (95.3%)
participants remained in the study
group, subdivided in: 18 cases from
Arad county and 23 cases from Timis
county (Fig.1).

MDR TB cases

mcluded |n the study

ARAD
cases recorded

TIMIS

cases recorded

Figure 1. Participants in the study

Gender distribution showed the
predominance of men 82.9% (n=34) vs
women 17.1% (n=7) (Fig. 2).

Age distribution, predominance
of the age group 44 - 45 years in men
and 35 - 44 years in women (Fig. 3).

EM BF

Figure 2. Gender distribution of the study group
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Fiqure 3. Age distribution of the study group
The distribution according to were retired due to illness, 29.33%

geographical background shows: 48.8%
(n=20) rural, 51.2% (n=21) urban (Fig.
4).

According to the patients’
profession, 39% (n=16) of the patients

(n=12) were unemployed, 12.2% (n=>5)
retired due to age limit, 17.1% (n=7)
employed, 2.4% (n=1) pupils/students
(Fig. 5).

ER mU

Figqure 4. Distribution according to geographical background

H retirees disease W unemployed

retired due to age limit

employees M students

Figure 5. Distribution of the study group according to profession

An assessment of the study group
according to the type of TB that can be
considered as MDR showed that
almost half of the patients were
relapses (48.8%, n=20), 19.5% (n=8)
chronic cases, 17.1% (n=7) failures, and
2.4% (n=1) defaulted. To be noted, that
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five of the MDR patients were new
cases. (fig. 6).

According to the patients’
history, the classification of MDR TB
types, following the WHO regulations
and the national guidelines, showed
that there were no patients in the
category I TBypr (new case of MDR TB),



more than half of the patients (65.9%,
n=27) fell under category III TBmpr
(MDR TB treated with second-line
medication) and only 34.1% (n=14) fell

under category II TBmpr (MDR TB
treated with first-line medication). The
distribution according to the category
of MDR TB is shown in Fig. 7.

60 %

48.8
50

40

30

20 17.1

19.5

10

0

2.4

t 12'2

failures

relanses

defaulted

chronic cases new cases

Figure 6. Distribution of the study group according to the type of TB in relation to MDR TB

B MDR TB cat.l

MDR TB cat.ll

B MDR TB cat. lll

Figure 7. Distribution of the study group according to the MDR TB classification

ABG analysis performed in order
to set MDR TB diagnosis revealed a
100% concordance between the results
of the county labs and the NRL.
However, it should be noted that not
all ABGs with RH chemoresistance,
coming from the county labs, were

validated by the NRL, i.e., only 51.2%
(n=21) out of 41 ABGs were validated
(Fig. 8). According to each research
centre, the validation of ABG by the
NRL was 38.9% (7 out of 18) in Arad
vs. 60.9% (14 out of 13) in Timis (Fig.
9).

BYES ENOT

Figure 8. Distribution of the cases according to ABG validated by the NRL
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Fiqure 9. ABG validation by the NRL, per study centre

The assessment of existing data
concerning the spectrum of
chemoresistance for the NRL-validated
ABGs (n=21) shows the following:
52.4% (n=11) HR, 19% (n=4) HRK, 9.5%

(n=2) HRES, 9.5% (n=2) HREK, 4.8%
(n=1) HRESK and 4.8% (n=1) HRESQ
(Fig. 10). Figure 11 shows the spectrum
of chemoresistance for the NRL-
validated ABGs per study centre.
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Fzgure 10. ABG chemoresistance spectrum validated by the RNL
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Fzgure 11. Spectrum of chemoresistance by study centre

The assessment of MDR TB cases
according to the radiological aspect
showed that more than half of the cases
(561.2%, n=21) had multiple cavities,
12.2% (n=5) had a single cavity, 24.4%
(n=10) ulceration extended to both
lobes, 12.2% (n=5) ulceration extended
to a single lobe (Fig.12).
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From the point of view of an
associated disorder (Fig.13) only 26.8%
(n=11) of the cases had associated
disorders, represented by chronic
alcoholism (n=5), liver diseases (n=4),
type 1 diabetes mellitus (n=1) and
uterine cancer (n=1).
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m single cavity
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Fiqure 12. Distribution of the study group according to the radiological forms of MDR TB

73.2
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Figure 13. Percentage of associated disorders in the study group

All the MDR cases in both
counties were hospitalized up to 78%
(n=32) for periods varying between 3-
12 months in pneumophthisiology
sanatoriums (mainly Geoagiu and
Brad) and 22% (n=9) of the cases were
admitted (40 - 60 days) in the
pneumophthisiology sections of the
two county hospitals. Per study centre,
admittance to specialised sanatoriums
had a percentage of 83.33% (n=15) for
Arad and 739% (n=17) for Timis
county (Fig. 14).

The progress of MDR TB cases
under treatment showed a success rate
of only 41.5% (34.2%-cured, 7.3%-
complete treatment) alongside a high
rate of death and defaulted, 19.5% and
14.6% respectively. (Fig. 15). Fig. 16
shows the progress of MDR TB cases
under treatment

The length of the treatment
required for a patient to be declared
cured or to receive full treatment
varied widely, from 12 to 36 months.

(Fig. 17).

All
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Figure 14. Healthcare centres used for the hospitalisation of MDR TB
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Figure 15. The progress of MDR TB cases under treatment
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Figure 16. Therapeutic results for MDR TB per study centre
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Fiqure 17. Length of MDR TB treatment in cured and fully treated cases

Bacteriological and radiological
monitoring was also extremely varied
for both counties, thus for cured or
fully treated cases it varied between 1-2
months, in the case of bacteriological
monitoring, without repeating ABG
after 6 months, for all cases that
required this investigation; the
radiological exam was repeated at a 6-
months interval for almost all cases
(Fig. 18).
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The assessment of the therapeutic
success and death rate compared to the
chemoresistance spectrum showed that
in the MDR TB cases that were
declared cured or fully treated the
chemoresistance spectrum was HR
100% (n= 12); in the case of deaths, HR
chemoresistance was only 12.5% (n=8),
while 88.5% of the cases had an
extended chemoresistance spectrum



(HRE-25%, HRES-37.5% and HRESK-
25%) (Fig.19).

The analysis of the same
parameters (therapeutic success and
death rate) compared to hospitalisation
in sanatoriums showed that only 70.6%

of the cases with therapeutic success
were hospitalised in sanatoriums for 3-
6 months, while 100% of the deceased
cases were hospitalised in sanatoriums
for 6-8 months (Fig. 20).

ETM EmAR

Rx 12 months
Rx 6 months
ABG 6 months
Bk 2 months

BK monthly

88.9

%
100

Figure 18. Bacteriological and radiological MDR TB monitoring in all cured and fully treated cases
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Figure 19. MDR TB chemoresistance spectrum and therapeutic results
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Figure 20. Hospitalisation in sanatoriums and therapeutic results in MDR TB

CONCLUSIONS

The study showed that both the
monitoring (bacteriological and
radiological) of MDR TB and the length
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of administered treatment for the cases
assessed as cured/full treatment varied

widely

both

from

the

WHO



recommendations and from those of
the National Guide.

The low therapeutic success rate
and the high death rate mainly
depended on the chemoresistance
spectrum and not on the isolation
conditions in sanatoriums of sections of
pneumophthisiology.

The main cause of therapeutic
failure and abandon was the patients’
non-compliance, as well as
discontinued monitoring due to either
the patient (non-compliance) or to the
faulty healthcare system (insufficient
funding for investigations according to
WHO recommendations).

Recommendations based on the
results of the study:

— observing current criteria (WHO
and national guide) for the
diagnosing, monitoring, treatment

and assessment of MDR cases and
ensuring appropriate funding;
testing anti-TB drug sensitivity for
all the new cases, regardless
whether they present suggestive
chemoresistance criteria or not

a more effective cooperation with
the NRL to get a faster BGA result
in order to initiate fast and proper
treatment;

increasing compliance to treatment
by permanent counselling,
developing a “treatment
partnership”with the patient, using
written information about the
disease, a treatment plan,
monitoring, and the management
of adverse reactions to the
medication;

education - information campaigns
among the population, regarding
MDR TB.
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ABSTRACT

Introduction: The level of insight in psychotic disorders is very important both for the patient and the
doctor, as it can influence the evolution of the disease.

Objectives: Evaluation of insight at subjects with schizophrenia and schizoaffective disorder, from the
patient and the doctor’s perspective.

Material and method: 83 subjects with schizophrenia and schizoaffective disorder were evaluated, using
the following scales: Birchwood Insight Scale and PANSS - G12 item.

Results: The majority of the subjects had a high level of insight, a better insight at the subjects with
schizoaffective disorder being observed. There is an objective overlap between the insight evaluated by the doctor ad
by the patient.

Conclusions: Subjects with schizoaffective disorder have a higher level of insight compared to the ones
diagnosed with schizophrenia. Comparing the insight evaluated by the psychiatrist and the one evaluated by the
subject, we can observe that the subjects could objectively appreciate their level of insight.
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INTRODUCTION

Everyone who gets in contact
with persons who have a psychotic
pathology can observe the absence of
their capacity to recognize that some of
the thoughts they have are part of a
disease and that these thoughts exist
only in their mind and not in reality.
This aspect is called insight.

During time, many researchers
tried to define insight. It was initially
defined as a one-dimensional concept
and, at present, as a multidimensional
one. David (1) suggested that insight
has three dimensions: the person’s
awareness that he has a psychic
disorder, awareness of treatment
necessity and of the fact that the
symptoms are part of a disease. The
other concept was proposed by
Amador and co. (2), including 2
components:  the incapacity  of
recognizing the disease and the

incorrect attribution of the
consequences determined by the
disease.

The majority of the clinical
studies on insight’s assessment were
made on subjects who had the
diagnosis of schizophrenia and very
few on affective disorders. These
studies tried to evaluate the connection
between insight, symptoms,
neurocognitive functions and social
functioning. The interest for the
concept of insight grew in the last years
due to its role in the clinical evolution
of psychosis: the role of a clinical
modulator for treatment adherence,

but also as a factor for assessing
prognosis. The present clinical studies
show that in psychosis (especially in
schizophrenia) there is a deficit of
insight. Its mechanism is not very clear.
There are more hypothesis in this

direction:  the  involvement  of
neurocognitive  mechanisms  (3,4),
psychological processes or

psychopathological mechanisms (5).
The assessment of insight can be
made using scales that can be filled by
the subject (self-evaluation), by the
evaluator (doctor) or by a family
member. From a  longitudinal
perspective, the level of insight is very
important for the patient and also for
the doctor, because it influences the
evolution of the disease. A low insight
leads to a low treatment adherence,

which can lead to the occurrence of a

new episode of psychosis.

Objectives

We made a transversal study on
subjects with schizophrenia spectrum
disorders, aiming to answer three
questions:

1. Is there a connection between the
intensity of the symptoms and the
level of insight?

2. Does the patient’s evaluation of
insight correspond to the one made
by the psychiatrist?

3. Are there differences between
insight in schizophrenia and insight
in schizoaffective disorder?

MATERIAL AND METHOD

We tried to evaluate in this study
the insight in schizophrenia spectrum
disorders,  from  the  patient’s
perspective, as well as from the one of
the psychiatrist in ambulatory practice.
The patients who participated in the
study are part of a longitudinal study
project on functional psychosis
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developed in our clinic during 1985-
2004.

The research included 83 subjects
who were admitted for the first time in
the Psychiatric Clinic from Timisoara
during 1985-1995, were diagnosed with
a first episode of psychosis and are at
present diagnosed with schizoaffective
disorder or paranoid schizophrenia.



We selected the patients who are
currently followed-up by doctors from
the Mental Health Centres in Timisoara
or from the ambulatory psychiatric
offices, so patients who were under
treatment from onset until present.
Considering the fact that we speak
about a clinical population, the sample
doesn’t claim to be statistically
representative and there weren’t used
randomization sampling or rating
techniques. We wused inclusion and
exclusion criteria.

Inclusion criteria: the diagnosis at
the moment of evaluation (present
diagnosis), according to ICD-10 criteria
of: Paranoid schizophrenia (F20.0) and
Schizoaffective disorder (F25); at least
15 years of evolution since the first
episode of psychosis; age at the
moment of evaluation under 60; the
subjects were capable of and wanted to
collaborate with the evaluator. An
informed consent to participate in the
study was obtained from the subjects; a
stable residence in Timis county; active
evaluation of the cases in the Mental
Health Centre Timisoara and in the
ambulatory psychiatric offices in
Timisoara.

Exclusion criteria: age at the
moment of evaluation over 60, the
evolution of the disease less than 15

years; the presence of associated
psychiatric disorders (mental
retardation, alcoholism, personality

disorders); the subject’s state at the
moment of evaluation did not permit
obtaining reliable data or the patient
did not consent to participate in the
study.

We have to mention that, where
necessary, we used the conversion
tables of ICD-9/ICD-10, because the
diagnosis at onset was established
according to ICD 9.Considering the
ambiguity of the clinical criteria (ICD-
10 or DSM IV criteria) for
schizoaffective disorder, it is very
important to define the clinical profile
of the subjects who participated in the
study. At present, the subjects are
diagnosed with schizoaffective
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disorder, at onset they had a diagnosis
of psychosis, but not schizoaffective

disorder. Until the diagnosis of
schizoaffective disorder was
established, the existence of pure

schizophrenic episodes, pure affective
episodes (manic, depressive or mixed)
or acute psychotic episodes was
accepted. After the diagnosis of
schizoaffective disorder was
established, no other models of
psychotic episodes were accepted,
except for schizoaffective ones. During
the last 10 years of evolution, the
subjects only had schizoaffective
episodes.

The general data was obtained
from clinical interviews and from the
register of cases. The following scales
were used: the Birchwood Insight Scale
and PANSS- G12 item for the
evaluation of insight. The Birchwood
Insight Scale is a self-evaluation
instrument which has 8 items and
evaluates the three dimensions of
insight: awareness of symptoms,
awareness of illness and the need for
treatment. The scores are the following:
range 0-8 for poor/low insight, range
9-12 for mean insight and range 13-16
for good/high insight. The PANSS
Scale includes the G12 item for the
insight's evaluation. This item was
evaluated by the psychiatrist who does
the follow-up of the patients in the
ambulatory. Each item is defined in
detail and is evaluated on a scale with
7 points, according to severity, from
absent to severe.

Statistical analysis: data obtained
from the analysis of the patients” files
were grouped and quantified. There
were categorical, as well as numerical
data. When possible, we preferred the
numerical quantification of data, for a
more detailed analysis. The scales were
applied according to the specific
instructions of each instrument. Data
were obtained in the form of numerical
scores and were interpreted following
the instructions. An informed consent
form was obtained from every
participant in the study. Taking into



specific and cumulative statistical
weights. The statistical significance
level (p) was considered p<0.05, which
corresponds to a level of trust of 95%.

account the small number of cases from
each sample, we used nonparametric
tests. The descriptive statistic included:
frequencies, cumulative frequencies,
mean values and standard deviations,

RESULTS
The subjects were divided in two of schizophrenia and the other with
samples, according to the clinical schizoaffective disorder.
diagnosis: a sample with the diagnosis
Table 1. Socio-demographical characteristics
Characteristics Sample with schizophrenia Sample with schizoaffective disorder
Mean age at onset 25.64 (std.dev. 5.69 years) 25.45 (std. dev. 6.17 years)
Gender male 19 18
female 20 26
Education
e 8grades 1 0
e 10 grades 15 3
e High school 22 41
e  University 1 0
Mean value of the school years 11.01 11.7
Professional status
e Employed 0 1
¢  Unemployed 0 0
e Retired (disease) 39 42
Marital status
e  Married 12 17
e Not married 25 21
e Divorced 2 6
Most of the subjects with
schizophrenia had a high level of
insight (24 cases - 61.5%).
Table 2. Insight in the sample with schizophrenia
Schizophrenia sample
Birchwood’s scale item | Number | Cumulative Percentage | Cumulative
General insight number percentage
Low insight 3 3 7.6923 7.6923
Medium insight 12 15 30.7692 38.4615
High insight 24 39 61.5385 100.0000

Table 3. Evaluation of insight by the subject’s psychiatrist

PANSS G12 item - Impairment of the

Schizophrenia sample

level of patient's awareness or | Number | Cumulative | Percentage | Cumulative
understanding concerning his condition number percentage
of a person with mental disorders and

specific life situations.

Minimal 6 6 15,38462 15,3846

Light 13 19 33,33333 48,7179
Moderate 11 30 28,20513 76,9231
Severely moderate 8 38 20,51282 97,4359
Severe 1 39 2,56410 100,0000
Extreme 0 39 0.00000 100.0000
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Between all the items of
Birchwood Insight Scale and PANSS
G12 item there are statistical significant
differences, aspect that shows the fact
that generally there is an overlap

between the insight evaluated by the
doctor and by the patient.

Most of the patients with
schizoaffective disorders have a good
level of insight (25 cases - 56.8%).

Table 4. Insight in the sample with schizoaffective disorder

Sample with schizoaffective disorder
Birchwood Insight Scale | Number Cumulative | Percentage Cumulative
item - General insight number percentage
Low insight 5 5 11.3636 11.3636
Medium insight 14 19 31.8181 431817
High insight 25 44 56.8181 100.0000

Table 5. Evaluation of insight by the subject’s psychiatrist

PANSS G12 item - Impairment of the Sample with schizoaffective disorder
level of patient’s awareness or | Number Cumulative | Percentage | Cumulative
understanding concerning his number percentage
condition of a person with mental
disorders and specific life situations.
Minimal 1 1 2,27273 2,2727
Light 21 22 47,72727 50,0000
Moderate 17 39 38,63636 88,6364
Severely moderate 5 44 11,36364 100,0000
Severe 0 44 0.00000 100.0000
Extreme 0 44 0.00000 100.0000
We can observe that, in general, differences are not statistically
the subjects with schizoaffective significant.
disorder have a better insight than the
ones with schizophrenia, but the

Table 6. Comparison of insight between the two samples

Sample:
Insight Scale item Schizoaffective | Schizophrenia Statistical difference and significance
disorder
Max. Neg. Max. Pos. Difference
Mean value Mean value Diff. Diff. significance (p)
General level of insight | 13,04545 12,25641 -0,047203 0,179487 P >.'10. .
Insignificant
DISCUSSIONS
In general, the socio- disorder than men, in congruence with

demographical parameters are alike
the ones in the speciality literature. The
subjects with schizoaffective disorder
and the ones with schizophrenia have
the same mean age at onset, without
any statistically significant differences.
For more than 85% of the subjects the
age at onset was in the range of 18-32
years old. Considering gender, there
are more women with schizoaffective
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the majority of studies. Our study has
no epidemiological value, because it
was not used a statistical method for
the subjects’ inclusion in the sample.
The mean level of education is fairly
the same -11 years, which corresponds
to a medium education level. The
professional  functioning is poor,
almost all subjects being retired
secondary to the disease. We must



correlate this fact with the clinical
presentation of the disease, but also
with the social status of our country.
Family status reveals that most subjects
are not married, with a higher
percentage in the schizophrenia
subjects, a predictable fact, due to the
age at onset and the clinical
presentation.

Insight represents the capacity of
the subjects to distinguish between
normal and pathological experiences,
the awareness that he/she is sick and
needs treatment. The scale used in this
study is a self evaluation one and thus
we considered that the opinion of the
psychiatrist that currently conducts the
case is important. In the sample with
schizoaffective disorder, the insight is
present at the majority of the subjects
(56.8%); the same in the sample with
schizophrenia (61.5%). This aspect is
very important, as it demonstrates that
the subjects have a very clear
perception regarding the illness, the

symptoms and the necessity of a
treatment. The presence of insight may
be the consequence of the long
evolution of the psychiatric pathology
and of psycho-education.

We found statistically significant
correlations between all the items of
the Birchwood Scale and the PANSS
G12 item, which proves that between
the insight appreciated by the
psychiatrist and the one subjectively
evaluated by the patient is an objective
overlapping. When considering the
longitudinal evolution of psychosis,
these statistically significant
correlations are important, as insight is
an important prognosis factor, a high
level of insight being a factor for
positive outcome. We observed a
higher insight level of the subjects with
schizoaffective disorder compared to
those  with  schizophrenia. @~ We
anticipated this finding, as the affective
component involves a higher level of
cognition, thus a higher level of insight.

CONCLUSIONS

We can say that the subjects with
schizoaffective disorder have a higher
capacity of recognising the symptoms
and the necessity of treatment

compared with the ones with
schizophrenia.There is an objective
overlapping of the subject’'s and the
psychiatrist’s evaluation of insight.
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ABSTRACT

Introduction: acute and transient psychotic disorders are diagnosed entities, which are still in the process of
crystallization.

Objectives: The analysis of clinical aspects in a group of subjects with acute and transient psychotic
disorders compared to a group of subjects with paranoid schizophrenia.

Material and Methods: Two groups of 41 subjects were selected. The first group with acute and transient
psychotic disorders (ATPD) and the second group with paranoid schizophrenia, in which we analyzed the
recurrence of psychotic and affective symptoms during admissions, and the first 5 years after the onset.

Results: There are significant differences in the frequency of the other than running commentary auditory
hallucinations, visual and tactile hallucinations, as well as delusions of being followed, persecutory and sensitive
relational delusions are frequently in the group with paranoid schizophrenia.

Conclusions: The clinical symptoms revealed significant differences between the two entities.
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INTRODUCTION

Acute and transient psychotic
disorders were, from the beginning, a
group of psychosis, which is difficult to

enclose and describe, being a
heterogeneous group of psychosis
defined under different names in
different geographical regions.
Currently, both the ICD 10
(International Classification of

Diseases) and DSM IV-TR (Diagnostic
and Statistical Manual of Mental
Disorders) have brought them together
under the term ‘'acute psychotic
disorders”, acute and transient aspects
being characteristic in their identity as
psychosis. Most existing studies on
these psychoses were made on their
regional version (cycloid psychosis,
reactive psychosis, “bouffee delirante”,
atypical psychosis, etc.) and less on
current classification concept, which is

revealed in the ICD 10 (1) or DSM IV
).

Thereby, descriptive data
available on this concept are scarce.
Since their defining, they were found
to be different from the main typical
psychoses (schizophrenia and periodic
affective disorders) although their
symptomatology includes common
symptoms.  Their  reporting to
schizophrenia, defined them as
psychoses with a better outcome. It is
significant for subjects with these
psychoses that some of them may
evolve over time to different types of
psychosis. Their percentage varies
from one study to another, a high
diagnostic stability over time was
observed especially in developing
countries. (3)

MATERIAL AND METHOD

Our study included 82 subjects
who had their first admission in the
Psychiatric Clinic of Timisoara between
2005 thru 2008, which were divided in
two distinct groups. The first group
included 41 subjects diagnosed with
acute and transient psychotic disorders
(ATPD) that have not changed their
diagnosis during follow-up and the
second consisting of the same number
of subjects diagnosed with paranoid
schizophrenia.

Inclusion criteria consisted of:

— For both subjects groups, the first
admission within a psychiatric
department should have been in
the Psychiatric Clinic of Timisoara,
between 2005 thru 2008.

— The age of the subjects during their
first admission should have been
between the ages of 18 and 65 years
old.

— Clinical diagnosis according to ICD
10 WHO, must be acute and
transient psychotic disorders for
subjects of the first group and for
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those in the second group it must
be paranoid schizophrenia
diagnoses, which had to be
maintained during the 5 years of
evolution;

— We have an active consult in the
mental health centers of Timisoara
and outpatient psychiatric practice
in Timisoara;

— We have voluntary participation,
without any sort of motivation
from researchers.

The subjects with a history of
alcohol or drug abuse were excluded
from the study.

The establishment of the group’s
dimension began with the number of
subjects with acute and transient
psychotic disorder that met the criteria
mentioned above. It was recorded for
each subject the manner that psychotic
and affective frequency of symptoms,
which were recorded in the patients’
hospital admissions, changed during
the mentioned evolution. Thereby, first
rank Kurt Schneider’s symptoms were



recorded (hearing thoughts, auditory
hallucinations, running commentary or
talk to each other about the patient to a

third person, theft and thought
insertion,  diffusion of thought,
delusional perceptions or external

influence phenomena), the frequency
of tactile, olfactory, gustatory, other
than running commentary auditory
and visual hallucinations and various
types of delusions (bizarre, erotomanic,

persecutory, sensitive relational,
religious/mystical, jealousy,
hypochondriac, megalomaniac,
depressive, trance and possession,

delusions of being followed) and the
frequency of affective symptoms
(dysthymic depression/euphoria) over
admissions during the investigated five
years of evolution.

Data was obtained from patient’s
charts analysis and after discussions
with patients and their physicians.

Data was both quantitative and
qualitative.

We used a non-parametric
comparison test Mann- Whitney.

Descriptive statistics were calculated
(means, frequencies, percentages).

RESULTS

The group of patients with acute
and transient psychotic disorders
includes 22 women (53.6%) and 19 men
(46.4%), and paranoid schizophrenia’s
group includes 23 women (56.1%) and
18 men (43.9%).

Regarding symptoms in the
analyzed groups, paranoid
schizophrenia subjects had

significantly more episodes of illness
with first rank Kurt Schneider’s
symptoms during the five years of
disease evolution, than subjects with
acute and transient  psychotic
disorders. The average number of
episodes is more than double for

gustatory hallucinations 4 0.05

visual hallucinations

tactile hallucinations

olfactory hallucinations |

other that running commentary hallucinations|

0.07

0.15

i 0:09

0.32

' 0.02
— 0.29
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patients with schizophrenia (1.5 versus
0.6). By means of Mann-Whitney
comparison test, we obtain an obvious
statistically significant difference. (Z =
3.212, p =.00).

Regarding the average frequency
of the hallucination types we have a
statistically ~ significant  difference
regarding the average number of
episodes of auditory hallucinations (Z

= 387, p = 0.0000 and tactile
hallucinations (Z = 227, p = 0.02)
between the two groups, last
mentioned symptoms were

significantly higher on subjects with
paranoid schizophrenia.

Comparison between the average number of different types of
hallucinations on both groups

.56

.56
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In the ATPD group, olfactory and
gustatory hallucinations were more
frequent per episode, compared to the
other group, but the difference was not
statistically significant.

In both groups other than
running commentary auditory
hallucinations  prevailed (60% of
hallucinations on  patients with

schizophrenia and 50% with ATPD)
and visual hallucinations. We also
observed that persecutory delusions,
sensitive-relational and delusions of
being followed, prevailed in the
analyzed groups.

The Mann-Whitney test revealed
the existence of a statistically
significant difference between the
number of delusional episodes with
persecutory delusions (Z = 453, p =
0.00), relational sensitive delusions (Z =
2.85, p = 0.002), and delusions of being
followed, (Z = 4.05, p = 0.00) in all
those cases, the number of episodes
were higher in patients with paranoid
schizophrenia than in patients with
ATPD. Erotomanic delusion was more
frequently encountered at subjects with
paranoid  schizophrenia, but the
difference was not statistically
significant.

Comparison between the average delusional episodes on both
groups, by delusion type

d.ofbeing followed | )

possession d. i DUDDE
depressive d.  [——— 0,41
megalomania d.5 {134

hypochondriac d. m 0.24

jealousy d.

religious /mystic d.

senz-reld.

persecutory d.

; i 2
erotomanic d.  faseen 0.17
bizarre d. ﬂ 044
] 0,5

Regarding the presence of
affective symptoms, the differences
between the average episodes of
affective symptoms (depression /
mania) in both groups were not
statistically significant (Z = 1.89, p
=.06).

Depressive symptoms were more
common in patients with paranoid
schizophrenia and maniac symptoms
in patients with acute and transient
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psychotic disorder, but the differences
were not statistically significant. Also,
overall, affective symptoms are more
frequent in schizophrenic patients than
those with ATPD, but this is due to a
higher number of admissions in
patients with schizophrenia.

Related to the number of relapses
in the analyzed period, the affective
symptoms were present on an average
of 349 % in patients admitted with



paranoid schizophrenia and 49.3 % in
patients admitted with ATPD, which
indicates a higher rate of affective

symptoms of ATPD patients than in
those with paranoid schizophrenia.

Comparison betweenthe average episodes with
affective symptomes on both groups

symptoms were described as common
for the analyzed entities, differences
are expected to be found in the clinical
plan, given the fact that we have
different entities. Some authors suggest
that in the clinical plan the only
difference between schizophrenia and
acute and transient psychotic disorders
is made by negative symptoms (4)

In this paper the analyzed
symptoms were determined from the
beginning, with their recording in
hospital admissions. We considered
only the productive symptoms and we
overlooked the disorganized or
negative ones. It also should be noted
that just paranoid schizophrenia cases
were taken in the second group,
considered to be the closest clinical
form of acute and transient psychoses.

So, we tried to see what clinical
differences we find only in terms of
productive and affective symptoms
between the two entities.

Also, the literature, when analogy
between the clinical presentations of
the two entities were made, first rank
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DISCUSSIONS
Although the psychotic Kurt Schneider ‘s symptoms, although

mentioned as occurring in both
psychiatric conditions, have been
described as more common in those
with paranoid schizophrenia (5, 6),
which is revealed in our study. This
fact is explained by the clinical
definition of paranoid schizophrenia,
which supposes high percentage of
their presence, while in acute and
transient psychosis; their presence is
only defining their specific forms
(polymorphic ~ psychotic  disorder
symptoms of schizophrenia - F23.1 and
acute schizophrenia -like psychotic
disorder - F23.2).

In both groups the most common
types of hallucinations were the other
than running commentary auditory
hallucinations, visual and tactile
hallucinations, with significant
differences between the two groups
only for the other than running
commentary auditory and tactile
hallucination, meaning their more
frequent occurrence in patients with
paranoid schizophrenia.



Regarding the types of delusion,
the most common for both groups
were the same types of delusions:
persecutory, sensitive-  relational,
delusion of being followed. Significant
differences between the two groups
regarding the types of delusions were
all of the above. These were more
common in the group of subjects with
schizophrenia, as well as other types of
delusional themes, mentioning that
there were no significant differences
between groups.

Overall, our results match with
those of previous studies that followed
this clinically aspect. Thus, Sajith et al
(2002) reported on 45 subjects with
acute polymorphic psychotic disorder,
followed during three vyears of
evolution, that auditory hallucinations
(auditory hallucinations other than the
running commentary hallucinations
and the third person) are the most
common hallucinations. The most
common theme was the persecutory
delusion, first rank symptoms being
excluded by definition from this group.
Auditory hallucinations were present
in 91.1 % of subjects, and persecutory
delusions in 82.2 %. (7)

In Jorgensen’ s retrospective
study on 17 subjects with ATPD and 43
subjects with paranoid schizophrenia,
during 8 years of evolution, the main
theme of the first subjects was the
delusion of reference, and to those with
paranoid schizophrenia were the
persecutory delusion and the influence
delusion (8). The influence delusion
was treated here separately and was
not included in Kurt Schneider's first-
rank symptoms, as we established in

our study. The interesting fact is that,
regarding the subjects with acute and
transient psychotic disorders; the most
common type of delusion is
represented by the reference delusion.

In the HASBAP study, made on
42 subjects with ATPD and the same
number of subjects with paranoid
schizophrenia, delusions were
relatively equal regarding frequency,
except for the delusion of influence,
which was more frequent in the group
with schizophrenia. The hallucinations
frequency was significantly higher in
those with paranoid schizophrenia. It
also refers to a high first rank Kurt
Schneider’s symptoms frequency in
both groups as well as dysthymic
depression. Maniac symptoms were
more common in ATPD, but the
difference  was not statistically
significant. The same fact was observed
in our study regarding maniac
dysthymia, but the depressive
dysthymia was more frequent in
patients with paranoid schizophrenia.

Although, they are less common
than in the group with schizophrenia,
in the group with ATPD, auditory
hallucinations were the most common
type of hallucination, followed by the
visual and haptic delusions. This is also
revealed in our study. The most
common types of delusions were the
reference and persecutory delusions
(subjects with ATPD). (9)

Regarding Kurt Schneider’s first
rank symptoms, while occurring in
both psychiatric conditions, they have
been described as being more common
in those with paranoid schizophrenia,
aspect also revealed in our study (5.6)

CONCLUSIONS

Regarding psychotic and affective
symptoms, we found significant
clinical differences between the two
groups, regarding Kurt Schneider's

first-rank  symptoms, other than
running commentary auditory and
tactile  hallucinations,  persecutory

delusions, delusion of being followed
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and sensitive-relational, in terms of
their common occurrence on patients
with paranoid schizophrenia. This
highlights a better stability on
schizophrenics over time and an
inconsistent evolution on those with
acute and transient psychotic disorder.



Given that schizophrenia is an
entity that has been extensively
studied, our results are not significant
for this. Instead they come to complete
the so far existing data, for acute and
transient psychotic disorders, which is
an undergoing crystallization entity, in
the new classification for

From the latter clinical point of
view, further studies are needed to

address an extensive symptomatology
and not just their defining symptoms.

LIMITATION

The initial establishing of
symptoms, which will be accounted,
excluding those of disorganized or
negative types, as well as the relatively
small number of subjects of both
groups, are the main limitations of the
study.
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ABSTRACT

The Oxidative stress (OS), defined as excessive imbalance between the production of free radicals of oxygen
(RLO) and the antioxidant defense mechanism of the body, is involved in the development of cardiovascular lesions.
The first changes in the arterial wall can be diagnosed using noninvasive methods: determining biochemical markers
and ultrasound B-mode of the carotid artery.

The aim of the study: To evaluate the endothelial dysfunction in subjects with metabolic risk using
FormOx and c-IMT.

Material and methods: The study included consecutive cases of patients with metabolic syndrome without
symptomatic cardiovascular disease, hospitalized in The of Preventive Cardiology and Cardiovascular Rehabilitation
Clinic of Cardiovascular Diseases Institute Timisoara. We evaluated parameters of metabolicsyndrome, the blood
pressure profile, the cardiovascular risk factors and the endothelial function.

Results: the average of FormOx was significantly higher in hypertensive than in normotensive patients (p-
value = 0.014, unpaired t test, 95% CI); mean c-IMT was significantly higher in the hypertensive group (c-IMT
=0.636) compared with normotensive (c-IMT = 0.542) (p = 0.043, unpaired t test, 95% CI); we obtained a direct
statistically significant correlation between LDLc and FormOx (P = 0.044, r = 0.259).

Conclusions: we obtained statistically significant correlations between oxidative stress parameters
(FormOx) and endothelial dysfunction (characterized by c-IMT) in patients with metabolic syndrome; c-IMT
measurement is important for assessing the progression of atherosclerosis in patients with the metabolic syndrome
asymptomatic; c-IMT was higher in hypertensive patients with metabolic syndrome; c-IMT and LDLc were directly
and significantly influenced by the level of oxidative stress.

Key words: endothelial dysfunction, cardio-metabolic risk, oxidative stress, hypertension
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INTRODUCTION

The Oxidative stress (OS),
defined as excessive imbalance
between the production of free radicals
of oxygen (RLO), and the antioxidant
defense mechanism of the body, is
involved in the development of
cardiovascular lesions. The increase in
oxidative stress associated with the
cardiovascular risk factors, leads to
inflammatory damages and increases
vascular permeability of endothelial
cells for the LDL-cholesterol particles
with their oxidation in the arterial
intima. The release of profibrotic
growth factors which stimulates the
proliferation of smooth muscle cells to
produce collagen in excess due to
plaque formation. This phenomenon
causes arterial remodeling with
increased intima-media thickness and
determined early arterial stiffening.

Endothelial dysfunction precedes
the occurrence of clinically vascular
events that indicates an advanced stage
of atherosclerotic disease. The first
changes in the arterial wall can be
diagnosed using noninvasive methods:
biochemical markers and ultrasound B-

mode carotid- carotid intima-media

thickness (c-IMT). According to Use of
Carotid  Ultrasound to Identify
Subclinical Vascular Disease and
Evaluate Cardiovascular Disease Risk
(1) c-IMT is one of the best ways to
detect subclinical atherosclerosis stage.
In our study we chose two
noninvasive methods for assessing
endothelial dysfunction: a method
biochemical -FormOx and
morphological method- intima-media
thickness of carotid ultrasound
determined.

THE AIM OF THE STUDY:

a) To evaluate the endothelial
dysfunction at subjects with
metabolic  risk  defined as
metabolic ~ syndrome  using
FormOx and c-IMT.

b) To establish the relationship of
association between endothelial
dysfunction and  subclinical
atherosclerosis parameters
detected by the two methods
mentioned above.

MATERIAL AND METHOD

The study included consecutive
cases of patients with metabolic
syndrome  without  symptomatic
cardiovascular disease, hospitalized in
Preventive Cardiology and
Cardiovascular Rehabilitation Clinic of
the Institute of Cardiovascular Diseases
Timisoara in 2008-2010. We evaluated
parameters of metabolic syndrome,
tension profile, cardiovascular risk
factors and endothelial function.

Study criteria:

» charter SCORE European Region
with high risk of cardiovascular
mortality: risk assessment for fatal
cardiovascular event in the next 10
years

> risk hemodynamic parameters:

o ambulatory BP monitoring: 24h-
SBP, DBP-24h, 24h-PP, 24h-TAM

> arterial function parameters:

o  morphological study:
determining ultrasound intima-
media thickness of the common
carotid artery

o  assessing endothelial dysfunction
by quantifying oxidative stress
(method FormOx)

> biochemical parameters of cardio-

metabolic risk: fasting glucose, TC,
TG, LDLc, HDLc
Data collection: we accessed
clinical ~observation sheets and
provided a detailed assessment of each
case, the data were filed electronically
for statistical processing. Parameters
analyzed included: identification data,



demographic, anthropometric data,
anamnesis, complete clinical
examination, paraclinical examination.
The assessment protocol: was
designed to assess cardiovascular risk
and endothelial function in patients
with  metabolic  syndrome. The
deployment of this protocol included:
A. The risk for fatal cardiovascular
event in the next 10 years using the
SCORE equation
for the European zone with high risk of
cardiovascular mortality. The variables
measured were: age, sex, SBP (mmHg),
smoking, total cholesterol (mg / dl).
The electronic version of SCORE,
www.heartscore.org allowed
classification of subjects with metabolic

syndrome in two categories: risk
SCORE <5% and = 5%.
B. Cardio-metabolic risk: the

following variables were analyzed:
a) the basal characteristics: gender,
age, waist circumference and

b)

the traditional cardiovascular
risk factors

Hypertension defined according to
"The 2007 Guidelines for the
Management of Arterial
Hypertension”(2) Sort by: TAS 2
140 mmHg and / or DBP = 90
mmHg or antihypertensive
treatment, which corresponds to an
average of 24 hours> 120/80
mmHg.

Smoke condition: number of
cigarettes / day or smoker in the
past four weeks.

Type 2 diabetes mellitus defined
according to fasting glucose > 126
mg / dl on two different
measurements or oral anti diabetes
medication. Units I-or dis-glucose
was analyzed according to WHO
criteria and those of the American
Society of Diabetology (2) and has
identified the following situations:
(table no. I).

body mass index (kg / m)
Table I. Classification of glucose metabolism disorders
Category Fasting glucose/TTGO
euglycemia <100 mg/dl
Impaired glucose tolerance >100 and < 126 mg/dl
Diabetes mellitus > 126 mg/dl
Guido Grassi,2007

Hypercholesterolemia, according to
NCEP-ATP I (total cholesterol
above 200 mg/ dl) (3). For primary
prevention recommended target
level is below 190 mg / dl, values
that exceeded this limit were
considered to be a major risk factor.
The use of medication was retained
as a criterion for diagnosis. Lipids
were assessed according to NCEP-
ATP III. We took into account the
recommendations of "The
Guidelines on  Cardiovascular
Disease Prevention”to characterize

Table II. Metabolic syndrome

primary prevention, the condition
of "healthy” (4)

: LDLc <115 mg / dl, HDLc> 40 mg
/ dL and TG <150 mg / dl.
Metabolic syndrome: the criteria
defined by the National Cholesterol
Education Program-Adult
Treatment Panel III (ATP III, 2001)
and those developed by the
International Diabetes Federation
(IDF, 2005), table nr.I

CRITERIA NCEP-ATP III IDF
Waiste circumference(cm) >88 (F),>102 (B) >80 (F),>94 (B)*
Blood pressure (mmHg) >130/80 >130/80
Fasting glucose(mg/dl) >110 >100
Triglicerydes (mg/dl) >150 >150

HDL-c (mg/dl)

<50(F),<40(B)

<50(F),<40(B)

Note: if BMI 2 30 kg / m? is no longer necessary to determine the waist circumference (IDF)
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C. hemodynamic
measurement  was
bilateral arm, following the
recommendations of the European
Society of Hypertension guidelines for
the evaluation and treatment of
hypertension (2,5) in a seated position
after 5 minutes of rest.
All  patients were  ambulatory
monitoring TA/24h: we used BTL-08
ABPM program. Setting the automatic
reading was performed at 15-minute
intervals during daytime (7AM-11PM)
and every 30 minutes during the night
(11PM-7AM).The  monitoring  was
repeated if the first examination
showed an increased number of
artefacts (> 30%) or if the number of
measurements was small. From
TA/24h ambulatory monitoring
protocol were retained for research
following parameters values: 24h-SBP,
24h-PP, 24h-TAM.

D. The  arterial function  was
determined by ultrasound evaluation
of intima-media thickness of the
carotid artery complex (c-IMT).The c-
IMT measurements were performed at
the posterior wall of the common
carotid artery as recommended by the
American Society of Echocardiography
(6). The results were expressed as the
average of five measurements / artery,
made at equal intervals along the entire
length of the artery.

E. Endothelial  dysfunction  was
assessed by the FORT method (Free
Oxygen Radical Test). Fort test is a

profile: - BP
performed on

colorimetric assay that relies on the
ability of transition metals (such as iron
to catalyze the decomposition of
hydroperoxides into free radicals
under Fenton reaction. Testing was
performed using FORM-ox machine
Callegari, Italy, using capillary blood,
patients being fasted for 12 hours. The
values over 310 Fort wunits were
considered suggestive of a high level of
oxidative stress.

STATISTICAL ANALYSIS

Statistical analysis was performed
with Epilnfo software version 6.0,2001
the data was processed with SPSS
software, version 18, 2010. Data were
filed electronically using Microsoft
Excel version 97-03 threshold values of
statistical significance p < 0.05 were
considered statistically significant and
p < 0.01 highly statistically significant.
Data normality was assessed using the
Shapiro - Wilk test. The data were
analyzed using parametic tests
Independent Samples T- test for
comparison of means in both groups,
and One Way ANOVA comparing
means in more than three groups.
Testing the association between
qualitative variables was performed by
chi square test, and to test correlations
between numeric variables we used
Pearson correlation coefficient. We
applied the following statistical tests:
Mann- Whitney test, Kendall
correlations and multiple regression
test.

RESULTS

Metabolic syndrome:
epidemiologic profile of traditional
cardiovascular risk factors in the
study group:

We included in the study 61
patients with metabolic syndrome. The
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average age was 55.77 %114 years,
male (49.2%) and women (50.8%).The
general characteristics of the study
sample are found in Table No. III.



Table I1I. Cardiovascular risk factors in the study group

The cardiovascular risk profile of
the patients with metabolic syndrome
was characterized by the following
components:

Type 2 diabetes mellitus 26.2%
oral anti diabetes medication 21.3%
Hypercholesterolemia 67.21%
smokers  16.4%
essential  arterial
78.7%

Total cardiovascular risk in the
amount of 526% resulting from
electronic  calculation showed an
medium risk for fatal cardiovascular
event in the mnext 10 years.

YVVVY

hypertension

N Minimum | Maximum Mean Std. Deviation
Age 60 31 76 55.77 11.481
Glicemiamg 61 63.10 269.701 108.2179 38.44012]
PP 61 35 100 57.70 13.832
SBP 61 110 190 146.39 19.368
DBP 61 65 120 88.69 10.563
TC 61 143 332 218.11 43.410
TG 61 57 410 181.60 76.547
HDL 61 26 97 51.56 14.787
LDL 61 57 246 129.69 41.460
IMC 60 27 100 35.70 9.638
Waist 60 89 136 111.07 10.284
Circumference
FormOxUFort 61 160 567 338.74 88.855
SCORE 61 0 22 5.26 5.209
IMTCarIntStg 60 405 1.066 .61607 148917
IMTCarIntDr 60 378 .943 57015 122659

All patients with metabolic syndrome
received medication according to the
recommendations of the European
Society of Cardiology for reducing the
cardiovascular risk.

Metabolic syndrome and
endothelial dysfunction: analysis of
shape variation of the average Form
Ox according to normo or
hypertensive condition

The average of FormOx was
significantly higher in hypertensive
than in normotensive patients (p-value
0.014, unpaired t test, 95% CI)

(table.No.IV).

Table IV. FormOx in hypertensive and normotensive group

HTA N Mean Std. Deviation | Std. Error Mean
FormOxUFort 0 13 285.54 95.001 26.349
1 48 353.15 82.339 11.885]

Analysis of c-IMT variation depending on the condition of normo or hypertensive.
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Figure 1. Analysis of FormOx variation at normotensive and hypertensive group.

Mean c-IMT was significantly higher in the hypertensive group (c-IMT =0.636) compared
with normotensive (c-IMT = 0.542) (p = 0.043, unpaired t test, 95% CI).(Fig. No.2)
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Figure 2. Analysis of c-IMT variation at normotensive and hypertensive group

The metabolic syndrome:
analysis of mean LDLc and FormOx:

Mean LDLc in patients with
metabolic syndrome analyzed at
baseline was 129.75 + 41.46 mg / dL

We obtained a direct correlation
between LDLc and FormOx
statistically significant (P = 0.044, r =
0.259)

The relationship between c¢-IMT
and FormOx

We analyzed the correlation
between oxidative stress (Form Ox)
and endothelial dysfunction by c-IMT
assessed by ultrasound measurement,
we obtained statistically significant
direct correlations to both the left
carotid artery(IMTCarIntStg) (P =
0.023, r = 0.294) and the right carotid
artery (IMTCarIntDr) (P = 0.006, r =
0.35).
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Mathematical linear regression:

We introduced in the
mathematical model of linear
regression the following variables:

» FormOxUFort dependent variable,
> Independent variables:
IMTCarIntDr LDL IMTCarIntStg

We obtained a statistically
significant model (p-value = 0.005,
ANOVA test, 95% CI), with a linear
regression equation:

FormOxUFort = 140.7 +237.14
+0.48 * LDL * IMTCarIntDr, but the
value of the  coefficient  of
determination R square of only 0.172,
meaning that only 17.2% of the
variability was explained by Formox
and the model variables (LDL and
IMTCarIntDr).

In conclusion, between FormOx,
LDL cholesterol and IMTCarIntDr
there was a statistically significant



linear relationship, but there were
other factors not investigated in this

study that influenced the variability of
this parameter.

| DISCUSSIONS
Our study demonstrates that Vicenzini et all in a recent
there is a relationship of association population-based study on 1,655
between markers of endothelial people in which the c-IMT was

dysfunction and metabolic condition
defined as metabolic syndrome.
Metabolic syndrome in our study was
accompanied by significant increase in
oxidative stress.

In the ARIC study
(Atherosclerosis Risk in Communities
Study) has demonstrated that c-IMT
increases with age. Cross-sectional
analyzes suggest that c-IMT thickening
is age dependent in both sexes about
0.010mm/an at the level of common
carotid artery.(6,11)

In our study that included
patients with metabolic syndrome,
even young patients had increased c-
IMT so we conclude that the presence
of metabolic syndrome may be
responsible for increased c-IMT. The
measurement of c-IMT is
recommended in all epidemiological
studies of cardiovascular disease in this
case to characterize the cardiovascular
risk profile of patients. Thus becoming
increasingly important in measuring c-
IMT for individuals at moderate risk /
low for more accurate framing in
cardiovascular risk category.

consider as marker of atherosclerotic
risk, they found an positive statistically
correlation between c-IMT and age. In
linear regression model the presence of
atherosclerotic plaque and the presence
of cardiovascular risk factors were
independently correlated with
increased c-IMT (7)

In our study the linear regression
model clearly demonstrates the
existence of a statistically significant
correlation between c-IMT and LDLc
and between c-IMT and Form Ox. The
lipid profile and oxidative stress has a
direct effect on atherosclerosis at the
external carotid artery.

J.F Polak et al. analyzing the
influence of various cardiovascular risk
factors on c-IMT emphasizes that 23.5%
of the variability in c-IMT is due to age
and male sex, and the next factor
would be TAS (8). Further evidence
supporting the involvement of cellular
and molecular changes that
characterize  carotid intima-media
thickness in the development and
progression of atherosclerosis (9,10).

CONCLUSIONS

We obtained statistically
significant ~ correlations between
oxidative stress parameters (FORMox)
and endothelial dysfunction
(characterized by c-IMT) in patients
with metabolic syndrome

c-IMT measurement is important
for assessing the progression of

atherosclerosis in patients with the
metabolic syndrome asymptomatic
c-IMT is higher in hypertensive
patients with metabolic syndrome
c-IMT and LDLc directly and
significantly influence the level of
oxidative stress.
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ABSTRACT

Hypothalamic-pituitary-adrenal-axis (HPAA) activation contributes to development of several types of
cancer. It has been postulated that cholinergic system coulf play an important role in skin cancer pathophysiology.
In the present paper, the authors focus on the assessment of cholinergic imbalances in cutaneous tumors.
Acetylcholinesterase (AChE) activity was evaluated as well as the level of acetylcholine in extraneural malignant
tissues, in their benign counterparts and in nonlesional tissues. As a result, in malignant melanoma a 1.8 times
decrease in acetylcholinesterase activity was observed, as compared to dysplastic nevi; in squamous cell carcinoma
the authors observed a reduction of 1.6 times as compared to keratoacanthoma, accompanied by 1.9 times decrease as
compared to nonlesional skin; in basal cell carcinoma, 1.3 times, 1.2 times, 1.2 times and 1.3 times reductions were
encountered as compared to hydradenoma, eccrine poroma, infundibulum tumor and non lesional skin respectively.
Moreover, a significant reduction in tissular acetylcholinesterase activity was observed depending on the evolutive
stage of the disease.

The present results represent solid proves supporting the essential role played by the underxpression of
acetylcholinesterase in tumoral proliferation stimulation, as well as in the progression and invasion of skin cancer.
Tissue acetylcholinesterase could be employed as a differentiation marker between malignant and bening cutaneous
tumors.

Key words: skin cancer, tissular acetylcholinesterase, tumorigenesis, carcinogenesis
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INTRODUCTION

An entire combination  of
elements, including psychological
stress, hormonal status, immune
system and neurotransmitters seem to
interfere with the skin-brain-immune
system axis in assuring the cutaneous
homeostasis. It is generally accepted by
most authors in the field that
neurotransmitters unbalance
represents an important part of the
skin cancer associated pathology (1,2).
The neurotransmitters (also widely
aknlowledged as ,Chemical
mediators”) are chemical compounds
synthesised by the nervous system;
once released in the synaptic cleft in
response to a stimulus, they
accomplish the transmision,
modulation and augmentation of the
nervous response. Besides  the
neurotransmitters per se, the
transmision of the nervous impulse
also necessitates the contribution of
cotransmitters and neuromodulators.
There have been identified more than
100 chemical compounds produced by
the nervous system able to act as
neurotransmitters/signaling
molecules. (1,2). The main brain
neurotransmitters may be grouped as
follows:

e aminoacids (glutamate, GABA);

e peptids (somatostatin,
vasopressin);
e biogenic amines (adrenaline,

noradrenaline, dopamine);
e acetylcholine.

The cotransmitters are released in
the same time as the chemical
mediators and are involved in the
modulation of postsynaptic response
and in the regulation of the amount of
released neurotransmitters. The
neuromodulators do not act in a direct

manner in producing postsynaptic
response, but produce prolonged
changes in the sensibility of the

postsynaptic membrane. The existence
of the neurotransmitters in
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extraneuronal  tissues has  been

confirmed for a long time by:

e identifying the neurotransmitter in
its active form or in a precursor
form at the level of non-neuronal
tissues;

e the presence of enzymatic sustems
involved in the biosynthesis of
neuromediators;

e the existence of the enzymes able to
inactivate the neurotransmitter;

e the presence of the adequate
receptors that accomplish the
extraneuronal ligang coupling;

e signal transduction by
opening/closing the ionic channels
or signal transmission to second
messengers or G proteins in
extraneuronal tissues;

e specific effects at the level of the
extraneuronal tissue accomplished
by employment of agonists
(adrenergic/cholinergic) or
antagonists
(adrenolytic/anticholinergic) either
stimulating or blocking the activity
of the neurotransmitter.

Newly available scientific data
have shown the central role of the
cholinergic systems in cutaneous
homeostasis and skin pathology.
Recent research employing more
laborious techniques have not only
found answers to several questions, but
in the same time raised new challenges.
The level of acetylcholine can be
assessed directly or indirectly through
evaluation of these parameters in either
blood, wurine, cerebrospinal fluid,
normal and pathological tissues.
Identifying cholinergic imbalance in
skin cancer proves to open the gates to
a whole new universe inviting to
further exploration. Skin cancer
remains an enigma only partially
solved due to, probably, the
neuroectodermal origin of melanocytes
and their preferential situation
bewteen the epidermal keratinocytes
(ectodermal origin). For the time being,



the most challenging properties of the
neurotransmitters exhibited in
extraneuronal tissues are represented
by their involvement in tumorigenesis,
metastasis, carcinogenesis,
inflammation, immunomodulation,
signaling, angiogenesis and apoptosis
(3-5).

The objective of the present study
consists in the assessment of the
cholinergic imbalance in skin tumors
through determining the activity of
acetylcholinesterase - the enzyme
responsible of acetylcholine
inactivation in skin.

‘ MATERIAL AND METHOD

In order to assess @ the
acetylcholinesterase we have used
tumoral fragments and peritumoral
tissue for the extraction of proteins
employing TRIS buffer (pH 7.4). The

+ —
(CH,);NCH,CH,S - RSSR
(D

The patients were included in the
study after signing an informed
consent  accordingly to @ WMA
Declaration of Helsinki in 1964, with
previous approval of the Ethics Board
of the hospital. The biological samples
were obtained following surgical
excision of tumors. The diagnosis was
established following clinical and
histopathological examinations. Total

proteins were assessed using Lowry
method and the acetylcholinesterase
activity was evaluated using DTNB (5:5
dithiobis-dinitro-benzoate) based on
the following chemical reactions:

enzyme)

+ + -
HQO + (CH3)3NCH2CHgsCOCH3 —_— (CHs)aNCHchgs +

+ CH,CO0 + 2H*

. (CH,);NCH,CH,SSR + RS

(1)

proteins and acetylcholinesterase were

assessed in:

e malignant melanoma (figure 1) vs
dysplastic nevi (figura 2);

e squamous cell carcinoma (figure 3)
vs keratoacanthoma (figure 4);

e Dbasal cell carcinoma (figure 5) vs
hydradenoma (figure 6), eccrine
proroma (figure 7), infundibulum
tumor (figure 8).

RESULTS

1. Acetylcholinesterase activity
in tumoral and non-tumoral tissue

Enzymatic activity of AChE was
measured in cutaneous malignant
tumoral tissues (malignant melanoma,
squamous cell carcinoma, basal cell
carcinoma), benign tumors (dysplastic
nevi,  keratoacanthoma, = nodular

hydradenoma, eccrine poroma,
infundibulum tumor), as well as in
nonlesional cutaneous tissue. The
enzymatic activity was expressed in
mU/mg protein and is figured in the
following table (table 1):

Table 1. AChE (mU/mg protein) in tumoral tissue

Analysed tissue AChE (mU/mg protein)
Dysplastic nevi 10,4+1,4

Malignant melanoma 5,94+2.2

Squamous cell carcinoma 2,1+0,9
Keratoacanthoma 3,441,2

Basal cell carcinoma 2,941,8
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Analysed tissue AChE (mU/mg protein)
Nodular hydradenoma 3,6+1,4
Eccrine poroma 3,540,7
Infundibular tumor 3,741,2
Non-lesional tissue 3,9+2,1

The presence of
acetylcholinesterase in nonexcitable
tissues supports its involvement in
other phisiopathological processes,
apart from its catalytic activity. The
reduction of AChE activity in
melanoma vs dysplastic nevi (5,01+1,9
vs 10,4+1,4 mU/mg protein, p<0,05)
associated with an increase of
acetylcholine in neoplastic tissues.
Similar results were obtained in
squamous cell carcinoma versus
keratoacanthoma (2,1+0,9 vs 3,4%1,2
mU/mg  protein, p<0,05). No
statistically significant differences were
encountered between AChE level in

Figure 3. Squamous cell carcinoma. 40x. HE staining
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basal cell carcinoma and the benign
structures analysed (nodular
hydradenoma vs basal cell carcinoma:
3,6£14 vs 29+1,8 mU/mg protein,
p>0,05; eccrine poroma vs basal cell
carcinoma: 3,5+0,7 vs 2,9+1,8 mU/mg
protein, p>0,05, infundibulum tumor
vs basal cell carcinoma: 3,7+1,2 vs
2,9+1,8 mU/mg protein, p>0,05). In
respect for the different embryologic
origin of the melanocytes and the
keratinocytes, no comparison of
acetylcholinesterase activity between
melanoctic and keratinocytic lesions
was performed.

Figure 4. Keratoacanthoma. 40x. HE staining



2. Cholinesterasic

activity
variation in respect to histologic
particularities of melanoma

Tissular AChE level was analysed
in respect to both the surface extension
and depth of melanomas. A decrease in
AChE activity was observed, that
parallels the increase in Clark level. As
compared to Clark II, the following
variations were obtained for Clark III
(4,58+2,03mU/mg protein vs 3,85+2,06
mU/mg protein, p=0,32), Clark IV
(4,58+2,03mU/mg protein vs 3,05+1,86
mU/mg protein, p=0,03), respectiv
Clark V (4,58+2,03mU/mg protein vs

651

Figure 6. Hydradenoma. 40x. HE staining

Figure 8. Infundibulum tumor. 40x. HE staining

Breslow index, but the

significance =~ was

p=0,03).

level (figure 9):

2,69+1,74 mU/mg protein, p=0,007).
The same variation was observed for
statistical
encountered for
Breslow>3.01 mm as compared to
Breslow<1.0 mm (4,65+2,10 mU/mg
protein vs 2,83+1,74 mU/mg protein,

Figure 9 shows the variation in
tissular AChE activity in respect to
tumor histological type and Breslow
activity, for the same Clark invasion
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Fiqure 9. The variation in tissular AChE activity in respect to tumor histological type and Breslow activity, at
the same Clark invasion level

DISCUSSIONS

Assessing the cholinesterasic
activity represents a reliable test of
evaluation of acetylcholine level in a
biological system. The increase in
cholinesterease activity is associated
with the reduction of the level of
acetylcholine and the prevention of its
biological activity (6). Interesting to
mention, the cholinesterase deficit may
be  partially = compensated by
paraoxonase and albumin esterase
activity (7).

The presence of
acetylcholinesterase in nonexcitable
tissues supports its involvement in
other phisiopathological processes,
besides its catalytic activity. Based on
the forementioned results, the authors
assess that acetylcholinesterase activity
is substantially reduced in malignant
tumors, as opposed to their benign
cellular counterparts. Therefore, in
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malignant melanoma we  have
observed a decrease in
acetylcholinesterase activity of 46%
compared to dysplastic nevi. The
activity of the enyme is decreased with
39% in squamous cell carcinoma as
compared to keratocanthoma. Similar
relationships have been encountered in
basal cell carinoma - a decrease of 20%
as compared to hydradenoma, 18% as
compared to eccrine proroma and 22%
compared to infundibular tumors.
Compared to nonlesional cutaneous
tissue, acetylcholinesterase activity in
basal cell carcinoma represents 74% of
the activity observed in normal tissues,
whilst in squamous cell carcinoma the
activity of the enzyme represents 53%
of the activity assessed for normal
nonlesional tissue.

Cholinesterasic activity is also
influenced by the tumor agressiveness.




In malignant melanoma we could
observe variations in the activity of
acetylcholinesterase, dependent upon
the  histopathological = parameters
(figure 9). These results support the
idea according to which the decrease in
cholinesterasic activity in skin tumors
and the consecutive increase of
acetylcholine could lead to cholinergic
overstimulation and the augmentation
of cell proliferation. Similar results
have been obtained in leukemia (8),
ovarian carcinomas (9), numerous
tumoral cell lines (10), brain tumors
(12), breast carcinoma  (13-15),
astrocytomas, colorectal cancer,
meningiomas (16). According to these
studies, the wunderexpression of
acetylcholinesterase activity in
malignant tissues associated with
increased levels of acetylcholine induce

the stimulation of cell proliferation, of
cell migration and invasion and
counteract apoptosis. In malignant
tumors, acetylcholine activates STAT3
and AKT transduction pathways and
interacts with the corresponding
receptors.

Acetylcholine could play a role of
paramount  importance in  the
pathophisiology of skin cancer through
modulation of inflammatory reactions,
the depreciation of the immune
response, the decrease in the numer of
cytotoxic T cells and NK cells, the
alteration of redox balance, the

deficiencies in DNA  reparation
mechanisms, genomic instability, the
accumulation of spontaneous
mutations and the inhibition of
apoptosis (3.4).

CONCLUSIONS

In summation, the presented
results offer new perspectives over the
molecular mechanisms of cutaneous
carcinogenesis, consisting in the
reduction of the activity of the enzymes

involved in acetylcholine inactivation.
Acetylcholinesterase could be
employed as a  marker for
differentiating between benign and
malignant skin tissues.
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ABSTRACT

Lichen sclerosus (lichen sclerosus et atrophicus) is a chronic, inflammatory, debilitating, progressive disorder
of unknown origins, often underdiagnosed, especially affecting the genital mucosa, in which there occur areas of
atrophy accompanied by underlying bands of hyalinisation. Lichen sclerosus (LS) can be associated with intense
pruritus and can evolve towards the development of urethral strictures and/or malignant transformation into
squamous cell carcinoma; the treatment of this affliction is concentrated on decelerating the evolution of the disorder,
as well as on the prevention of functional complications and malignant degeneration. However, in its evolution LS
creates both an aesthetic discomfort and functional disturbance in the genital area (dyspareunia, apareunia,
phimosis, paraphimosis), all of the above negatively affecting the normal sexual functioning of the patient and his
quality of life. Most often, in everyday practice, the management of the sexual disturbance of these patients is
considered subsidiary. The present paper aims to emphasize the management of sexual dysfunction in those patients.
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INTRODUCTION

Lichen sclerosus (LS) is a chronic
inflammatory  disorder  especially
affecting the genital mucosa in both
genders, where it produces whitish
atrophic plaques and progressive
sclerosis. First described by Hallopeau
and Darier as a variant of lichen planus
(1), the condition received numerous
appellatives over time, the most
common being  balanitis  xerotica
obliterans (in males) and kraurosis vulvae
(in females). The frequency of LS in the
general population is difficult to
estimate, the disorder being frequently
underdiagnosed; an incidence of 14
cases to 100.000 people is considered to
be reasonable (2). Females are more
frequently affected as compared to
men, at a sex ratio M/F of 1:5 (3).

Etiopathogeny. The etiology of
LS is unknown, but the repeated action
of local irritating factors, the
autoimmunity (67% of the cases of LS
presenting autoantibodies against type
XII collagen and extracellular matrix
protein 1 ECM-1 involved in the
assembling of dermal collagen fibers),
the oxidative stress (objectified by the
advanced perturbation of the proteins

structure, DNA and lipid peroxidation
in LS lesions) and fibroblast
dysfunction  (fibroblasts seem to
produce a higher quantity of collagen
fibers than normally) are suspected
(2/4).

Clinical  manifestations. LS
affects both the genital and/or anal
mucosa and the skin, causing
epidermal atrophy and edematous
hyalinisation bands of the underlying
connective tissue.

In extragenital disorders, LS
manifests through the appearance on
the trunk, neck or thighs of porcelain-
white plaques which can confluate
forming  plaques of  variable
dimensions, presenting keratotic plugs
on the surface, lesions most often not
accompanied by any subjective
complaints, except for the aesthetic
discomfort (Figure 1). Extragenital LS
can accompany genital LS (15% of the
patients diagnosed with genital LS
associate extragenital LS) or it can
occur isolated, rarely, only 2.5% of the
cases of LS presenting solely the
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Figure 1. Extrugeﬁiialhlichén sclerosus whitish papules

Anogenital LS manifests through
the occurrence of white, porcelain-like,
atrophic, sclerous papules, which can
confluate forming plaques whose
dimensions can vary from a few
millimeters to forming an entire ring-
like (annular) stricture. Following the
alteration of the cutaneous-mucous
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texture, telangiectasias, erythema,
erosions and fissures can occur on the
surface of the lesions. Regarding the
subjective manifestations, anogenital
LS is associated with pruritus of
variable intensity, and, in case of
erosions and fissures co-occurence,
with sensitivity and pain that can lead



to dyspareunia and apareunia (6). The
anal involvment determines painful
defecation and bleeding in both
genders. The genital affection can
produce fissures and bleeding in both
genders. In females, the association of
both anal and genital disorder can
determine  the  clinical  aspect
resembling "figure 8”or an hourglass, a
sclerous ring surrounding the anal
orifice and the vulva (Figure 2). The
genital disorder in females can lead to
the narrowing of the vaginal introitus

Figure 2. Anogenital lichen sclerosus (LS) in a female

patient

The diagnosis of the disorder is
usually established by the
dermatologist, based on the clinical
aspect, and the confirmation can be
achieved  through histopathologic
examination (Figure 4) which shows

and labial synechiae. In males, the
lesions usually occur on the prepuce
and glans and rarely on the shaft or on
the skin of the scrotum. In males there
can occur phimosis (defined as the
incapacity of retracting the foreskin of
the glans)(Figure 3), paraphimosis (the
incapacity of pulling back of the
prepuce over the glans), longitudinal
fissures of the sclerous atrophic

preputial ring and even the stricture of
the urinary meatus, severe enough to
determine dysuria (2).

il %
Figure 3. Lichen sclerosus (LS) affecting male
genitals; characteristic whitish stricture ring

formation impeding prepuce retraction

epidermal atrophy, the wunderlying
collagen bands, dilated blood vessels
and the presence of a lichenoid
inflammatory infiltrate in the dermis

(2)-

Figure 4. HE examination in lichen sclerosus revealing epidermal atrophy, thick collagen bands (white arrows),
dilated blood vessels (*), lichenoid inflammatory infiltrate in the dermis (arrow)
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The disorder must be
differentiated from Zoon plasma cell
balanitis, lichen planus, lichen simplex
chronicus, vitiligo, cicatricial
pemphigoid and leucoplasia. A
particularly important aspect is the
differentiation between LS occurring in
early childhood and the signs of sexual
abuse, since the extension of LS can be
accelerated in children who are
predisposed to mechanic trauma, as a
result of the Koebner phenomenon
(Koebner isomorphic reaction) (3);
therefore, LS and sexual abuse are not
mutually exclusive events (7).

Complications. Anogenital LS has
a progressive evolution, marked by
numerous complications.

Figure 5. Meatal strcicture complicating LS

Some of those are (2,8,9):

— appearrance of fissures, erosions
and bleeding

— stenosis of the urinary meatus
(Figure 5)

— narrowing of the vaginal introitus

— labial synechiae

— clitoridian alterations

— phimosis

— paraphimosis

— dyspareunia

— apareunia

— lichenification secondary to intense
local pruritus

— malignant transformation into
squamous cell carcinoma (Figure 6)

Figure 6. Squamous cell carcinoma of the penis on

LS affected mucosal area; numerous erosions

areas also present on glans penis and prepuce

THERAPEUTIC MANAGEMENT OF LICHEN SCLEROSUS

Medical therapy

Potent  topical  corticosteroids -
clobetasol is usually used, inducing
remission of the disorder. Schwegler et
al. showed in a study published in 2011
that topically applied clobetasol
improves the quality of life in patients
with vulvar LS (10). Other studies also
certify the therapeutic role of potent
corticosteroids in patients with vulvar
LS (11,12). The standard treatment
consists in 4 weeks of daily topical
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applications of clobetasol; it is
recommended to avoid longer
treatments to elude iatrogenic atrophy,
secondary to the wuse of potent
corticosteroids, which could worsen
the atrophy determined by LS (2).
Topically applied testosterone -
previously used empirically, topical
testosterone treatment was abandoned
as a result of its inefficacy and its
inferiority as compared to clobetasol
therapy  (13). Moreover, topical




treatment with testosterone in women
with vulvar LS determines virilisation,
accompanied by increased levels of
plasmatic  testosterone (14). Even
though the level of
dehydrotestosterone is reduced in
untreated patients with vulvar LS,
proof of a 5a-reductase deficiency, in
LS lesions there are no testosterone
receptors, therefore the treatment had
to actual physiopathological basis, but
empirical usage and now is only of
historical interest (12).

Systemic corticotherapy - is efficient
especially in extragenital lesions and,
to a lower extent, in anogenital lesions
).

Calcineurin inhibitors - tacrolimus,
pimecrolimus. A study published by
Kyriakou in May 2013 showed that
treatment with clobetasol propionate
0.05% is efficient as a first line
treatment in patients with LS, while
there is no significant difference
between patients receiving, after the
remission obtained with clobetasol
treatment, a maintenance treatment
with tacrolimus 0.1%, respectively with
methylprednisolone aceponate 0.1%
(15). Calcineurin inhibitors have the
advantage of lacking adverse reactions
such as genital candidiasis and atrophy
secondary to the treatment. However,
calcineurin inhibitors are useful in the
management of the cases that are
refractory to the potent
dermatocorticoid treatment (16).

Topical applications of vitamin E
and/or emollients - useful in patients in
the remission phase after topical
applications of potent corticosteroids.
Virgili et al. showed that there is no
significant difference in the recurrence
rate between patients who followed
vitamin E maintenance therapy and
those who applied topical emollients
17).

The use of special lingerie
(Dermasilk™) is an adjuvant to
clobetasol treatment and vitamin E
ointment, D’Antuono et al. showing a
decrease of the pruritus, burning
sensation and erythema in patients
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who wore this type of lingerie, as

compared to patients who wore usual

cotton lingerie (18).

Surgical care in patients with LS

The surgical treatment can
employ dilation of the urinary meatus
and the navicular fossa, surgical
treatment of the phimosis or, in some
cases, paraphimosis, circumcision,
detachment of the labial synechiae,
vulvectomy / perineotomy (2,9).
Circumcision in patients with LS
determines the disappearance of LS,
with a success rate varying between 76-
100% (12), probably as a consequence
of adjustments in the local
microenvironment. ~ The risk  of
malignant transformation to squamous
cell carcinoma is 4.9% (12). Patient
must be followed-up periodically to
detect the occurrence of complications
(appearance of urethral strictures,
development of a squamous cell
carcinoma, etc), in which case surgical
intervention is recommended.

Sexual function improvement
methods in patients with LS

LS is a chronic, debilitating,
progressive disorder which can be
accompanied by complications that
leave a mark on sexual function (19).
LS creates both aesthetic discomfort
and functional disturbances in the
anogenital area, all of those acting in a
negative manner on the normal sexual
functioning of the patient and on
his/her quality of life. In females, LS
determines dyspareunia, apareunia, a
decrease in the frequency of sex acts
and delayed orgasms (20). In males,
genital fissures and erosions can cause
pain during the sexual intercourse and
the presence of a complete preputial
ring of stricture can determine the
appearance of paraphimosis during the
intromission.

To diminish the negative effects
of LS on the sexual function, patients
can be recommended:

— the wuse of lubricants. Genital
mucosa atrophy, erosions and
fissures produce sensitivity and
pain which can be accentuated by



the movement and local shearing
forces during sexual intercourse. In
these circumstances, the use of
lubricants decreases the unpleasant
sensations, having a benefic role on
the sex act in itself and an
important psychological role by
preventing the induction of
psychological suppression during
sexual intercourse, as a result of
pain.

local  anesthetics applications.
Alongside other presentation forms
(sprays, gels, anesthetic creams -

lidocaine, benzocaine), local
anesthetic  condoms can Dbe
recommended, assuring the

increase in the pain threshold and
improving the sex act. Benzocaine
has a well-known allergising
potential, cases of contact
dermatitis being described after the
use of condoms containing
benzocaine (21,22). Therefore, these
condoms can only be
recommended to patients who do
not have any known
hypersensibility to  anesthetics.
Moreover, local anesthetics are
useful in patients with premature
ejaculation, a decrease in the local
sensitivity leading to prolongation
of the sex act by delaying
ejaculation. Also, Ventolini et al.
showed that local injections of a
combination between
corticosteroids and a  local
anesthetic in  patients  with
moderate LS  determines a
considerable reduction of the
pruritus, as compared to patients
with LS who were treated with
topical applications of a high
potency corticosteroid; however,
the same study showed a lower
satisfaction degree in the patients
treated with the injecting method
(23).
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As regards to the patient dialog,

this should be focused on:
— explaining  the

chronic  and
progressive nature of the disease,
but also the complications that can
arise.

explaining the therapeutic
solutions, including circumcision,
which is sometimes psychologically
difficult to accept

counselling regarding the use of
condom during sexual intercourse
is extremely important in patients
with LS, since fissures and bleeding
caused by both the disorder itself
and the pruritus can represent
important routes of infection for
microorganisms  during sexual
intercourse, predisposing these
patients to sexually transmitted
infections (hepatitis B, hepatitis C,
HIV infection, gonorrhoea, etc). In
these circumstances, the use of
condoms containing local
anesthetic in patients with local
sensitivity can improve the sex
performance by diminishing local
disconfort as well as preventing
sexual transmitted diseases
infection. Also, a good local
hygiene is recommended in these
patients, to prevent the
development of local infections
which can be favored by the
presence of erosions, fissures and
bleeding.

counselling the patient with
phimosis, to inform him about the
risk of paraphimosis occurrence
during sexual intercourse and the
need to address a urology
department to  perform a
circumcision if paraphimosis occurs
during the act.

directing the patient to support
communities for people suffering
from LS, including online support
groups (24).



CONCLUSIONS

Lichen sclerosus is a chronic,
progressive  disorder, marked by
numerous aesthetic and functional
complications that can negatively mark
the sexual functioning of the affected
individuals. The management of the
sexual dysfunction in persons suffering
from LS mainly addresses the decrease

of the discomfort occurring during
sexual intercourse by using lubricants
and local anesthetics and represents an
important part of the treatment plan of
these patients, often demanding the
interdisciplinary collaboration between
the dermatologist, gynecologist and
urologist.
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ABSTRACT

Although surgery aimed at repairing a parietal defect is among the most frequently performed operations in a
department of general surgery, the complexity of the procedure and the perioperative risk ofen poses important
challenges.The technique chosen has an essential role in the evolution of the patient, but the most important element
is the type of material that make up the mesh used for prosthetics and the particular manner in which the patient
reacts to the them. In time, many types of materials were imagined for use in abdominal wall alloplasty, adapted to
the techniques implemented. The latest growing trend is the use of laparoscopic technique and intraperitoneal
placement of double layer composite meshes.This paper presents the case of a patient who suffered, in the course of a
year and a half, two laparoscopic surgical interventions aimed to cure a left Spiegel hernia and subsequently a
homolateral inguinal one. The second intervention gave us the opportunity to observe the evolution of integrating
dual layer meshes.

Key words: laparoscopic cure of wall deffects, composite mesh, mesh integration
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INTRODUCTION

The surgery of wall defects has
always been an important pawn in
improving the quality of life for
patients and has often entered the field
of elective surgery, although it has
potential important complications due
to natural evolution.The development
of technology has led to improved
techniques and in recent decades it has
conducted the evolution of the
materials used, from  synthetic
materials to biological ones, the
alloplasty thus becoming nowadays the
golden standard in the cure of parietal
defects; recently, laparoscopy widely
expanded its indications.

Intraperitoneal fixation of
common meshes predisposes the
patient to adhesion formation in 80-
100% of cases(l). The dual layer

meshes were designed to reduce the
risk of adhesion. The collagen layer
over the polypropylene mesh helps the
integration process of the mesh,
decreases the postoperative adhesions
and lowers the rate of the mesh
contraction(2). The  inflammatory
process that supports integration and
mesh contraction has the most
important role in the mesh acceptance
by the host (3).

The opportunity to verify the
incorporation process of the mesh is
rare, although animal studies have
been conducted to track the evolution
of the first week intraperitoneal
prosthesis (4). The present case has
given us this that opportunity: to see
the adherence reaction obtained after
applying Dual Mesh.

MATERIAL AND METHOD

The abdominal wall has complex
functions, the most important of which
are the role in the torso’s movements
and the abdominal viscera
contention.A significant challenge is
getting a result in surgery as close to
the genuine anatomical version,
preserving and facilitating all functions
of an integrum wall.This aspect is of a
paramount importance in certain
patient categories, e.g. performance
athletes.

We report on the case of a female
patient, 29 years of age, a multiple
national and international karate
champion with 18 years of competition
experience, admitted for pain in the left
iliac fosa, with inferior iradiation,
enhanced by cough and effort. At
clinical examination we could spot a
direct reducibleinguinal hernia on the
left side of the abdominal wall.The
patient had no other significant
pathology and was otherwise healthy.
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A year and a half beforehand, the
patiend had suffered a surgical
intervention for alloplastic repair of a
left Spiegel hernia; a 15X15 cm
intraperitoneal mesh was inserted at
that time, Parietene Composite®, fixed
with titanium tacks.

Considering the risk factor - the
daily sport activity - we decided to
procede with the surgery for inguinal
hernia alloplastic cure. This
laparoscopic technique consists of:
pneumoperitoneum, dissection of the
peritoneum in the inguinal area,
fixation of a mesh using absorbable
tacks and peritoneum closure.

Entering the peritoneal cavity we
sieved adhesive disease at the edges of
the mesh and on the nonabsorbable
tacks used in the first surgery. The
sigmoid colon is the main anatomic
element involved in the adherence
process. (figures 1, 2,3).



Figure 3. Sigmoid colon on the lower edge of the mesh- close adhesion
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Figure 4. Dissection of the adhesion

Dissection is performed with the mesh (figure 6), and it is followed
great difficulty(figure 4), the bowel by the prior described intervention.
adhesions formed being the main The surgery lasted for 40 minutes and
problem of layer preparation(figure ended with closure of the peritoneal
5)before and after the introduction of breach.

Figqure 5. Dissection in the inguinal area with increase attention to sigmoid spare

Figure 6. Insertion and fixation of the mesh, for inguinal hernia repair
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Figure 7. Closing of the peritoneal breach, with carej?ul sparing of the sigmoid

The patient had favorable
outcome, was discharged next day,
with minimal pain. She returned to her

usual practice and sports activity
within a month from the day of
surgery.

DISCUSSIONS

The necesity of using synthetic or
biological meshes is widely
aknowledged. The advantages of
laparoscopy are also a given fact(5):
grants confort for the surgeon as well
as for the patient, hastens the social
integration of the latter, reduces the
risk of relapse and the complications,
shortens the period of hospitalization;
moreover postoperative pain decreases
to minimum. Combining the two
means employing a certain type of
mesh, the composite mesh (6,7).

The materials used in repairing
parietal defects, as well as the surgical
trauma itself are promotersofthe
healing processes, tissue reparation
and strengthening of the abdominal
wall, in order to achieve the necessary
mechanical resistanceafter healing.The
main processes involved are the
regeneration that restores tissue
architecture and function to those
before the onset of pathology and the
healing that occurs without restoring
the original quality, fibrosis and scar
tissue.

Tissue healing phases are:

- Inflammatory / reactive phase:
initiating the inflammatory
response, increased vascular
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permeability, migration  and
activation of inflammatory cells.
PMN, macrophages and
lymphocytes play an important role
in this phase (8).

- Proliferative phase: newly formed
tissue angiogenesis. The

macrophages play an important
role in this phase.

- Maturation and remodeling phase:
decrease vascular network and of
the number of cells, collagen
network densification and growth.

After implantation of a synthetic

mesh, the body exhibits various
reactions: interaction with the material
implanted, provisional matrix

formation, acute inflammation, chronic
inflammation, granulation tissue
development, foreign body reaction
and fibrosis development (9,10). The
foreign body generates a cascade of
events that ends with the integration of
the mesh: cell activation, angiogenesis,
migration, phagocytosis and fibrosis
(11). Following the inflammatory
reaction, in the network gaps there is
mainly adipouse tissue, the
conjunctival reaction taking place at
the thread’s level (12). In time, the zone
with the mesh will increase stiffness



and reduce range of motion, the
fibrous area developed being a scar
area in its nature.

Postoperative adhesive disease
arises as exudative inflammatory
process in response to a trauma,

involving the formation of fibrin,
fibroblasts, macrophages and
neoformation  vessels.  Additional
forming of fibrous bridges increases
scar tissue and mesh retraction.

CONCLUSIONS

The particular features of this
case that justify our choice for
presentation are: the subjects’ main
occupation that predisposes to parietal
injury via mechanical stress, the fact
that the female patient we report on
had a very thin abdominal wall that
increased her chances to develop
hernias and not for last, because we
rarely are offered the opportunity to
see how a mesh is incorporated.
Because both of the surgeries were
laparoscopical and because the lesions
were located on the same abdominal
side but on different levels and with
different mechanisms, we could easily
observe how the host reacted to the
mesh after a year and a half. We could

prove that the collagen layer on the
composite dual mesh is extremely
important in the process of prevention
of the adherences since the adhesions
were formed where this layer ended
and at the level of the titanium tacks.
This particular development of the
adherence dissease made our current
surgery more difficult from a technical
point of view, due to the involvement
of the sigmoid in the peritoneal
adhesion.  Although  significantly
decrease the rate of adhesions, dual
composite meshes prove to be less than
perfect, as foreign body rejection by the
host organism still remains a problem
(13).
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ABSTRACT

Tubo-ovarian abscess (TOA) is considered usually an end-stage process of acute pelvic inflammatory disease
(PID) when pathogenic bacteria enter from the vagina through cervix in the pelvis. We present here the case of a
patient diagnosed 7 years after a hysterectomy with a TOA that turns out to be secondary a sigmoideum
diverticulitis. It was treated conservatory with ultrasound guided drainage and broad spectrum antibiotics This case
shows us that TOA can be present even after hysterectomy due to other inflammatory conditions in the pelvis
(appendicitis, diverticulitis etc.). We also talk about the current treatment methods of TOA and the importance of
the vaginal ultrasound in finding right diagnose.
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INTRODUCTION

Tubo-ovarian abscess (TOA) is
considered wusually an end-stage
process of acute pelvic inflammatory
disease (PID), when a patient with PID
has a pelvic mass that is palpable
during bimanual examination. The
condition reflects an agglutination of
pelvic organs (tube, ovary, intestines)
forming a palpable complex.

PID is considered a devastating
disease that primarily affects women in
the reproductive age group but not
limited to them if conditions permit
pathogenic bacteria to enter the
internal genital organs. The genital
tract can be viewed as a conduct
leading from microbe-contaminated
areas (vagina, and cervix) to sterile
areas (uterus, fallopian tubes, pelvic
cavity) (1). The inflammation may be
present at any point along this
continuum, clinically manifesting as
cervicitis, endometritis, salpingitis or
peritonitis. It is most often caused by
the sexually transmitted micro-
organisms Neisseria Gonorrhoea and
Chlamydia Trachomatis (2) and even
Mycoplasma Genitallium, (3) but also
lower genital tract flora such as

Bacteroides, Poststreptococcus and
Prevotella and microflora associated
with bacterial vaginosis 4).
Occasionally, an ovarian abscess can
result from the entrance of micro-
organisms through an ovulatory site
(5) or having as start point another
inflammatory condition in the pelvis
(appendicitis, diverticulitis) (6, 7).

TOA can be diagnosed with good
performance by ultrasound, the
sonographic  appearance of this
condition being total breakdown of the
normal adnexal architecture with
formation of a conglomerate where
neither the ovary nor the tubes can be
separately recognized as such (8).

Computer tomography (CT) is
another diagnostic imaging technique
with good results, but higher costs. The
CT findings suggestive of TOA are a
low density pelvic mass with a
peripherally enhanced wall, anterior
displacement of the round ligament,
inflammatory change of adjacent
organs and the presence of tubular or
cystic satellite lesions adjacent to the
main mass (9).

CASE PRESENTATION

We present the case of a 52 year
old women which comes to the
emergency department with acute
abdominal pain and fever. From the
medical history we note she was Para
2, had undergone appendectomy in the
past and an interadnexal hysterectomy
in 2006 because of cervical dysplasia. In
2007 had mild diverticulitis with a
second episode 2 months before.
Currently was not on any medications.
She presents to the surgical emergency
department in September 2013, with a
couple of days history of low
abdominal pain, initially constipated
but after using laxative had diarrhea.
Comes to the hospital because the
abdominal pain became worse and she
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also got fever and chills. She denies
any pathological discharges or vaginal
bleeding. Her triage vital signs were
blood pressure (BP) 135/65 mm Hg,
pulse 100 beats/min, and temperature
39.3°C.

Abdominal examination revealed
tenderness at palpation in the lower
part but no muscular defence; per
rectum palpation gives the suspicion of
a pelvic mass and a CT is ordered.

Initial venous blood proves
showed a high elevated level of
reactive protein C (CRP) at 29 mg/ml,
WBC count 9.8/ mm3 and normal renal,
hepatic and electrolytes values.

The CT scan shows diverticuli in
sigmoid and the descending colon, but



also a multicystic fluid filled
capsulated mass measuring 64x55 mm
in the right fossa (Figurel), that could

represent an abscess due to a sigmoid
diverticulitis or a tubo-ovarian abscess.

Figure 1. CT picture of a capsulated and septated fluid filled mass (rrow), lying adjacent to the distal

sigmoid

In the view of these findings, a
gynaecological consult is requested.
The speculum examination showed a
smooth and normal vaginal cuff.
Bimanual palpation elicited right
adnexal tenderness. @A  vaginal
ultrasound shows in the right fossa a

four chamber fluid filled mass
measuring 85x65x60 mm with thick,
rich vascularised walls. The intestines
seem fixated to this mass and a
suspicion of a fistula between the two
erases (Figure 2).

Pwr 100 %
GH 1.2

Frq mid.
Qual norm
WMF low1

PRF O.GAKHZ

Figure 2. Ultrasound picture of a multicystic mass with thick and rich vascularised walls, containing

heterogenic fluid

Intravenous antibiotic treatment
with Cefotaxim and Metronidazol, has
been started from admittance after
cultures were taken from blood and
urine.

On day 3 after the CRP has gone
up to 26lmg/dl and WBC count
18.4/mm a diagnostic laparoscopy is
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performed by a team of surgeons and
gynaecologists. A big cystic mass is
found in the right lateral fossa fixated
to the abdominal wall. After separating
out the cecum and the distal ileum, it
remains a conglomerate involving the
right adnexa and the sigmoid. Because
of the intense inflammation, the



sigmoid can only be partially
separated, but it is than suspected to be
intact. The mass is punctured and thick
fluid comes out, that is sent for culture.
Because of strong inflammation and
risk to damage the intestines, the
decision is taken to finish the operation
and to continue with antibiotic
treatment. During next days the patient
is clinically recovering, the lab values
turn to normal and on day 6 after
admission she is released with oral
antibiotic treatment. The culture taken
during the laparoscopy came positive

for Streptococcus anginosus,
Pepstreptococcus harei and
Fusobacterium species which was
sensitive to the antibiotics
administered.

3 weeks after going home, the
patient returns to the emergency room
with the same complains, placing a
drain is tried without success because

the capsule is too hard, but the
patient’s condition improves quickly
after parenteral antibiotics and she is
released. Returns after 2 weeks and a
new CT scan is performed that shows a
slightly bigger mass in the right fossa
having the sigma attached to it. This
time it seems obvious the sigmoid
involvement in the abscess and the
condition is considered to have as
primary focus a diverticulitis abscess.
Ultrasound guided drainage of the
abscess succeeds and together with
broad spectrum intravenous antibiotics
the mass decreases in size at CT and
the patient is clinically well and the lab
values returned to normal. She is
released with oral antibiotic treatment
and ambulatory planned follow-up
with an eventual operation in a calm
moment in case of persistence of the
mass.

DISCUSSIONS

A TOA in a patient that has
previously undergone hysterectomy is
not a wusual find, since after
interrupting the continuum of the
genital tract by removing the cervix
and uterus, the bacteria from a
microbe-contaminated area (vagina)
should not be able to ascend to the
pelvic cavity. But the presence of
bacteria in the abdomen can also be
due to an internal focus. There are
described in the literature cases of TOA
after diverticulitis (7), appendicitis (6)
and also TOA years after hysterectomy
without an apparent focus (10, 11).

The treatment of a TOA had
undergone changes during the years. If
three decades ago, surgical treatment
was chosen immediately and often
with performing bilateral
salpingooforectomy and sometimes
also hysterectomy, lately the increase
use of broad spectrum antibiotics has
showed a success rate of 70% or greater
in the conservative management of
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TOA (12) and surgery remained actual
as primary treatment for those patients
with suspicion of ruptured TOA or
poor response to antibiotics. But the
best results were showed to be
obtained by combining antibiotics with
ultrasound guided drainage, with
93.4% successful rates (13). In our case,
a partial drainage was performed
during the diagnostic laparoscopy and
a first ultrasound guided drainage
failed because of the hard capsule, but
later succeeded and the patient
recovered with combining drainage
and antibiotics.

The particularity of this case is
that it shows that TOA can be present
even after a hysterectomy; it also
emphasizes the importance of the
imagistic methods of diagnose,
especially the vaginal ultrasound that
can during examination follow real
time movements of intestines and
appreciate the mobility of organs and
even suspect the presence of fistulas.
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ABSTRACT

Background: Despite public health concern, obesity becomes more common among young people. The self-
perception of weight status often differs from the objective weight status. The objective of the present study was to
assess in a young adults population the self-perception of weight appropriateness, and then to investigate the effect of
different factors on the weight loss attempts.

Methods: We conducted a cross-sectional study using a representative sample of 2076 students from Timis
County, Romania. A questionnaire was developed (CORT 2004) in order to determine the BMI (body mass index),
the self-perception of weight and the intention of the respondents to modify their weight in the future. We used a
logistic regression model to assess the predictive effects of chosen variables on weight-control actions the respondents
intend to take.

Results: 219 (10.8%) normal weight people consider themselves to be underweight, and 436 (21.5%)
misclassified themselves as overweight. 62 (3.1%) overweight persons consider themselves to be normal weight and
10 (0.5%) overweight persons consider themselves underweight. We applied multinomial logistic regression for
three independent variables: sex, weight classification according to BMI and self-perceived weight status. The model
containing these predictors is statistically significant, x¥2(5)=1027.74, p<0.001, resulting that the proposed model
can identify the students wanting to reduce their weight and those that have other options. The model explains
between 39.8 and 53.5% of the variance of choice to reduce or not the body weight and is able to correctly classify
80.8% of the cases.

Conclusion: Many young adults misclassify their weight status and women are more likely than men to
perceive themselves to be overweight. The self-perceived weight status is the most important predictor among the
factors considered in the model for the subsequent wish to lose weight. Future public health programs aimed at
weight related health outcomes must take into account the social and cultural factors influencing the perception of
one’s body size, as, for example, sex.

Key words: obesity, overweight, weight perception, young adults
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BACKGROUND

In modern society, obesity is
described as epidemic and considered
to be a major public health concern.
The most representative country for
the development of this epidemic is the
United States. Studies show an
alarming increase in obesity rates in the
United States and other industrialized
countries and that over half the adult
population is now overweight or
obese. Many developing countries,
where there has been a dramatic shift
from undernutrition to overnutrition
are also experiencing a marked rise in
obesity and obesity related diseases,
including  hypertension, type 2
diabetes, and cardiovascular disease [1
- 3]. In European countries, about 20%
of children and adolescents and 30 to
80% of adults are overweight or obese
with rising secular trends. High levels
of overweight affect both Eastern and
Western European countries [4, 5, 6].

These changes have occurred
although the dominant cultural ideas
favor persons with lower body weight,
and despite national public health
directives to reduce the prevalence of
overweight [7]. Such state reflects the
difficulties of losing weight, but it may
also reflect a variation in body
standards. The self-perceived
appropriateness of weight status varies
in highly predictable ways among
population-level  subgroups, likely
reflecting differences in the evaluation
of bodily weight standards [2, 8].

Previous studies show that there
is a strong association between self-
perceived weight status and weight
control behavior, often independently
of objective weight status [9, 10].
Studies on weight control practices
have shown that there are many
clinically normal weight persons
attempting to lose weight, while some
overweight persons are not [11, 12].
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The present study investigates a
young  adult population.  This
population category is very important,
being the age group where the dietary
patterns stabilize, and also they
represent the future adults. Young
people are extremely preoccupied with
their own image. The major problems
for them are either that they are too
thin or too fat, or too tall or too short.
There is always present the tendency to
compare to the models on magazines’
covers. In a number of cases a real
psychopathology develops in young
people, especially in the feminine
gender, fueled by the impossibility to
fit the society’s standards. Ignoring
one’s weight is also a possibility. Out
of lack of time or possibilities, or out of
pure commodity, the excessive
accumulation of body weight is not
corrected, and in time is more and
more difficult to lose the accumulated
kilograms. Social and cultural factors
mediate the way young people
perceive their body size, and this
perception vary in predictable ways
among population subgroups. Self-
perceived weight appropriateness may
be an important point of focus for the
design and implementation of clinical
and public health initiatives, those
employing a uniform strategy of
approach to the population may not be
efficacious. [2, §].

In this study, we use data from
CORT 2004 survey to assess, in the
Romanian young adult population, the
self-perception of weight
appropriateness. We than investigate
the effect of more factors on the
weight-loss attempts. We hypothesize
that the self-perception of weight status
and the respondent’s gender may
influence the future weight control
strategies.



MATERIAL AND METHOD

This study is based on the grant
“The evaluation of risk behavior
dimension in high school students and
young people from vocational schools
and universities in Timis
County”(CORT 2004), carried out
between 2003-2006, cod CNCSIS 1167,
attained at “V. Babes”University of
Medicine and Pharmacy Timisoara.
The CORT 2004 study is a transversal
epidemiologic survey assessing risk
behavior in a group of young people
attending the colleges and universities
in Timis County.

The CORT 2004 Survey was
performed with the approval of the
Ethics Committee of the “V.
Babes”University of Medicine and
Pharmacy Timisoara.

The survey was carried with the
written approval of the universities
and colleges from Timis County which
participated in the study. The rectors
and headmasters of these institutions,
as well as the professors, were
informed on the methodology.

The participants were included in
this study based on their free consent.
The research was carried out in
compliance ~ with  the  Helsinki
Declaration.

We conducted a cross-sectional
study using a representative sample of
students for the Timis County,
Romania. The students sample from
Timis County was composed of 2076
students from universities in the urban
environment. Among this sample, the
distribution was as it follows: 62.49%
(1296) girls and 37.51% (778) boys. The
individuals participating in this study
were young adults, meaning their age
was between 18 years (0.3%) and 25
years (3%).

A 126-item questionnaire was
developed to investigate health-risk
behaviors of young adults. Some of the
questionnaire items were modified
from other instruments, including the
1999 Youth Risk Behavior Survey
(YRBS) [13] and the European School
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Survey Project on Alcohol and Other
Drugs (ESPAD) [14]. The survey
focused on health risk behaviors
established during the period of young
adulthood that results in the most
significant mortality, morbidity,
disability, and social problems for
youths and, later, adults. A pilot test
was conducted to establish the validity
and reliability of the instrument.

The participants were included in
this study based on their free consent.
The questionnaire was administered in
a regular classroom setting and took
students 60 minutes to complete. No
filter questions were used. By doing
this, comparable amounts of time are
required to complete the questionnaire,
regardless of risk behavior status and
students cannot detect the risk
behaviors of their colleagues simply by
looking at the pattern of the responses.
Only students present the day of the
survey were eligible for participation.
Trained public health residents and
undergraduate students conducted the
survey. The data collectors read aloud
scripts that explained the survey
procedures. Students were told that
they do not have to put their names on
answer sheets, and that obtained data
would be wused only for general
assessment of the situation in the
county.

The self-evaluation of weight
status was represented by choosing
one of the 5 possible answers to the
question: How do you consider your
weight? a) Much under normal value;
b) Little under normal value; «¢)
Around normal value; d) Little over
normal value; e) Much over normal
value. The medical classification of
weight status was based on BMI (body
mass index), which is defined as
weight (in kilograms) divided by the
square of height (in meters).

Data were filed using Epiinfo,
version 6.0, 2001 and processed using
Epiinfo, version 3.5.1, 2008. The values
of the statistical significance level



p<0.05 were considered statistically
significant, and p<0.01 were
considered very significant statistically.
We used a logistic regression model to

assess the predictive effects of chosen
variables on weight-control actions the
respondents intend to take.

RESULTS AND DISCUSSIONS

The majority of respondents,
58.1% (1192), want to lose weight.
Based on the BMI, 17.9% (368) are
underweight, 69.7% (1432) have
normal weight and 12.4% (255) are
classified as overweight.

Table 1 displays a cross-
tabulation of objective weight status
(classified according to BMI), with self-
perceived weight status. 362 (17.8%)
respondents are underweight, but only
130  (6.4%)  correctly  classified
themselves. 206 of the underweight
people misclassified themselves as
normal weight and 26 persons consider
themselves to be overweight. 69.7%
(1414) of the respondents have normal

weight and 759 (37.4%) correctly
classified themselves. 219 (10.8%)
normal weight people consider

themselves to be underweight, and 436
(21.5%) misclassified themselves as
overweight. 254 (12.5%) respondents
are overweight, and 182 (9.0%) of them
correctly classified themselves. 62
(3.1%) overweight persons consider
themselves to be normal weight and 10
(0.5%) overweight persons consider
themselves underweight. The majority,
1071 (52.8%) of the respondents,
correctly classified themselves. Similar
results were obtained by previous
studies [8].

27.1% of the female respondents
consider their weight exceeds the
normal limit, although their BMI is
normal. On the other hand, only 12% of
the male respondents perceive
themselves as overweight or obese,
their BMI being normal. Women are
more likely to perceive themselves to
be overweight than men, as many
previous studies showed [2, 4, 8, 11,
15].

Table 2 displays the results of
multinomial logistic regression, used in
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order to assess the impact of more
factors on the wish to lose weight in
the students’ sample. The model
contains three independent variables
(sex; weight classification according to
BMI in 3 classes: underweight, normal
weight, and overweight; self-perceived
weight status with three classes:
underweight, about normal weight and
overweight). The model containing
these  predictors is  statistically
significant,  x2(5)=1027.74, p<0.001,
resulting that the proposed model can
identify the students wanting to reduce
their weight and those that have other
options. The model explains between
39.8 and 53.5% of the variance of choice
to reduce or not the body weight and is
able to correctly classify 80.8% of the
cases.

Compared to the students that
perceived their own weight as under
normal values, the respondents with
self-perceived  weight  exceeding
normal have 45.5 times more chances
to wish to reduce the present body
weight. Compared to the students
seeing themselves as normal weight,
those  perceiving themselves as
overweight have 16.7 more chances to
wish to reduce their weight.

The overweight students (based
on BMI measurements) have 9.0 times
higher = chances  compared to
underweight students and 1.9 times
higher chances compared to normal
weight students to wish to lose weight.

Sex is another statistically
significant predictor in the model,
females wishing 3.86 times more
frequently than males to reduce their
body weight.

We found that the self-perceived
weight status is the most important
predictor among the factors considered
in the model for the subsequent wish to



lose weight. A large number of the
young adults misclassify their own
weight status relative to medical
standards. A large fraction of those
who  registered  themselves as
overweight were actually normal
weight, aspect emphasized by other
studies too [2, 8].

Consistent with previous studies,
this study showed that normal weight
women perceive their weight as being
larger than normal more often than the
men. A previous study [8] showed that
compared to men, women were almost
five times more likely to overassess
their body size. It appears that
overweight men tend to tolerate their
weight, while a large portion of normal
weight women feel that they are
overweight. Many studies have
reported that women are much more
likely than men to be dissatisfied with
their body image [2, 4, 8, 10, 16, 17], a
finding consistent with the notion that
modern Western cultural ideas and
popular media place an undue amount
of pressure on women to be thin [2].
Higher weight consciousness among
women related to a given BMI may
reflect the difference in muscle to fat
ratio between the sexes. A man and a
woman of equal weight at a given
height are likely to have different
degrees of adiposity with different
effects on their self-evaluation of body
size [8].

Sex is also a significant predictor
for the wish to lose weight in the
future, women wanting more often
than men to reduce their body weight.
Modern society has intense
preoccupation with the body, imposing

fitness, body weight being an issue of
health, but also an issue of social status.

This study is subject to four
important limitations. First, in the
CORT 2004 Questionnaire height and
weight are self reported and not
directly measured. Many investigators
have concluded that these self-reported
values are an excellent approximation
for actual values [18, 19, 20]. The
second limitation is that BMI is only a
proxy for body-fat content.
Measurements based on height and
weight are the most practical methods
to estimate nutritional status due to
their simplicity and low cost. Among
these, BMI is most often recommended
and is the most utilized in order to
classify overweight and obesity in
adults, and it was also recommended
for the screening for overweight and
obesity in adolescents [21, 22]. Third,
the present study investigates only
young people from universities in
Timis County. This is an important
limitation because people that are not
attending university or dropped out of
school represent a population category
exposed to risk behaviors and
unhealthy dietary patterns. Another
limitation to this study is represented
by the fact that we separated the
respondents in only two groups based
on their answer to the question: “What
action do you intend to perform
regarding your weight in the
future?”The possible responses were:
“a) to lose weight; b) to gain weight; c)
to maintain the present weight; d) no
action.” All persons choosing one of the
last three variants were included in the
group that does not want to lose

rigorous standards of beauty and weight.
Table 1. Comparison of objective weight status with self-perceived weight status
L . Self-perceived weight status
Classification according to BMI - - -
Underweight About normal weight | Overweight Total

Underweight Count 130, 206 26 362
% of Total 6.4% 10.1% 1.3% 17.8%

Normal weight Count 219 759 436 1414

% of Total 10.8% 374% 21.5% 69.7%

Overweight Count 10 62 182 254
% of Total 5% 3.1% 9.0% 12.5%

Total Count 359 1027 644 2030,
% of Total 17.7% 50.6% 31.7%|  100.0%
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Table 2. Factors associated with the wish to lose weight in the future

95% C.1for OR
B S.E. Sig. OR Lower Upper
Step sex(1) 1.353 144 .000 3.868 2916 5.130
1a BMI classification .000
Overweight/ obese -2.198 274 .000 A11 .065 190
Normal weight/obese -.673 205 .001 510 341 762
Self-perception of .000
weight
Self-perception -3.801 .245 .000 .022 .014 .036
Overweight/ obese
Self-perception Normal -2.820 149 .000 .060 .045 .080
weight/obese
Constant 1.681 187 .000 5.373
CONCLUSIONS

Self-perception of weight status is
a very important predictor for the wish
to lose weight in the future. The weight
status self-perceived by the person
does not always reflect the real body
weight, based on BMI Future public
health programs aimed at weight
related health outcomes must take into
account the social and cultural factors
influencing the perception of one’s
body size, as, for example, the sex. The
intervention strategies must differ
related to population categories, in
order to correctly motivate changing
the life-style and thus, obtaining better
efficiency.
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ABSTRACT

Aim and objectives. To assess functioning and ability to perform different physical activities in patients
with lumbar discectomy.

Material and methods. The study included 55 patients with lumbar disk hernia who needed surgical
treatment (laminectomy or microdiscectomy). The patients were divided into two groups. Group 1 patients began
rehabilitation in the early inpatient phase, followed in a specialised centre and at home. Group 2 patients followed
rehabilitation only during the inpatient phase. All patients were assessed by Oswestry Disability Index (ODI) and
by VAS scale preoperatively, at the beginning of the postsurgical rehabilitation and after 3 months.

Results. The patients of both groups had significant improvements of ODI and VAS scores after 3 months
in comparison to initial and intermediate assessments. Group 1 patients had better results than group 2.

Conclusions. After lumbar discectomy patients should begin an early rehabilitation program followed by a
long-term adapted physical training.
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INTRODUCTION

Lumbar disc herniation is a
disease that mostly affects young and
active people (1,2,3). Lumbar spine
dysfunction is a common cause of
disability and a major concern in
medical practice (4,5,6). In patients
with lumbar disc herniation pain and
disability have a negative impact on
functional capacity and quality of life.
The conceptual model of this study
started from the premise that clinical
assessment of pain, disability and
functional capacity, and the detection
of their correlations is the reference for
appropriate therapies. Rehabilitation
treatment must be taken into account
in case of surgical therapy. It should
take place before and after surgery,
performed according the disease stage
and its psychological, social, familial,
educational and professional features
or comorbidities (7). The early

postoperative recovery followed by a
long-term adapted physical training
represents a real benefit for patients
who needed surgical treatment in
terms of pain and functioning.
Kinetotherapy associated with
adequate orthopaedic procedures have
a major role in order to prevent or
minimize disabilities in patients with
lumbar disk herniation (8).

Aim and objectives

The main objective of this study
is the assessment of functioning and
ability to perform different types of
physical activities in patients with
lumbar disk hernia who needed a
surgical treatment. Another objective is
to compare the functioning status and
pain level in patients who followed a
short-term  versus patients who
followed a long-term rehabilitation.

MATERIAL AND METHOD

This is a prospective study that
was performed in the 2nd Orthopaedic
department of Timisoara County
University and Emergency Hospital.
The study was conducted between
September 2011 and September 2013.
All of the patients provided the
informed consent.

Treatment

The study included 55 patients
who were diagnosed with lumbar disk
hernia and required surgical treatment
(laminectomy or microdiscectomy).
According to the extent of

681

postoperative  rehabilitation,  the
patients were divided into two groups
(1 and 2). Group 1 patients (29 patients)
began an  early = postoperative
rehabilitation during the inpatient
phase followed by a physical exercise
program performed in a rehabilitation
centre (see figures 1-4) and a home-
adapted physical training. Group 2
patients (26 patients) followed only a
short-term rehabilitation during the
inpatient phase.



Fiqure 1-4. Exercises performed in a specialised centre during the outpatient rehabilitation

The patients were divided into
the two groups taking into account
their compliance to the medical
recommendations regarding the
postoperative rehabilitation. The

patients” socio-demographic and
clinical characteristics are presented
in table 1.

Table 1. Demographic and clinical profile of the study patients (n=55)

Group 1 (n-29) Group 2 (n-26)

Gender: Men 19 19
Women 10 7

Age (years) 425+11.9 40.7 £13.2
Residential status: Urban 21 20
Rural 8 6
Profession: Employee 23 17
Retired 1 2
Unemployed 5 6
Housewife 0 1

n: number of patients

Assessment

The patients were assessed by
Oswestry Disability Index (ODI) and
by VAS scale preoperatively, at the
beginning of the postoperative
rehabilitation and after 3 months. ODI
scale assesses pain intensity, sleeping,
sex life, functioning activities regarding
personal care, sitting, standing,
walking and social life activities. Each
question ranges from 0 to 5 points. A
final ODI score is calculated. The
functional significance of ODI scores
are: 0-20% means minimal disability,
21-40% moderate disability, 41-60%
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severe disability, 61-80% crippled, 81-
100% means that patients may be bed
bound or exaggerating their symptoms

(9, 10).

Statistical analysis

Continuous  variables  were
expressed as mean + standard

deviation and were evaluated by the
unpaired t test. Relationship between
ODI and VAS scores were evaluated by
Pearson correlation coefficients. All
statistical analyses were done using
GraphPad Prism 6.0 for Windows, and
the significance was assessed at the
level of 0.05.



RESULTS

The ODI and VAS scores were no
significant different in the two study
groups at initial and intermediate
assessments. Instead, there were
statistically significant differences in

group 1 patients regarding both ODI
and VAS score (see table 2). That
means that patients with long-term
rehabilitation had a better functional
status and a relief of pain.

Table 2. ODI and VAS scores in the two study groups

Preoperatively
Group1 Group 2
(n-29)  (n-26)

Early postoperatively
Group1 Group 2
(n-29)  (n-26)

After 3 months

Group1 Group 2
(n-29)  (n-26)

ODI score 79%+7% 76%+10% 40%+5% 47 %+4% 25%+8% 34%+7%
p=0.72 p=0.068 p=0.004**

VAS score 8.31+2.4 852419 6.6+1.42 6.83+1.12 2.03+0.66 3.51+1.05
p=0.81 p=0.25 p=0.032*

n: number of patients; * statistically significant difference (p<0.05); ** statistically significant
difference (p<0.01)

Group 1 patients returned to activities after 45.6 (+ 11.8) days, while
work  significantly =~ earlier  in the employee group 2 patients
comparison to group 2 patients regained their professional status after
(p<0.05). The employee group 1 59.7 (+14.3) days (tabel 3).

patients regained their professional

Table 3. Correlations between VAS and ODI score, and between VAS, ODI score and

number of days before returning to work

VASinitial'ODIinitial VASﬁnaI' VASﬁnaI' ODIﬁnal'
ODIfinal Return to work Return to work
Group 1 (n-29) 0.331 0.78 0.34 0.823
p=0.021* p=0.001** p=0.042* p=0.001**
Group 2 (n-26) 0.34 0.81 0.326 0.44
p=0.034* p=0.66 p=0.019* p=0.036*

DISCUSSIONS

Data from the literature show
that the start of an early rehabilitation

beneficial than just postoperative
inpatient rehabilitation (11,12).

protocol on long-term is more
CONCLUSIONS
The patients with surgically independently the everyday activities

treated lumbar disk hernia who
followed a postoperative long-term
rehabilitation had better functional
results at final assessment in
comparison to patients who followed
just inpatient rehabilitation. After
lumbar discectomy, the patients should
begin an early rehabilitation program
focused on physical exercises. These
exercises are guided to regain the
spinal range of motion and to perform

683

with no pain. The physical training
should continue in a rehabilitation
centre for a specified period of time
(between 1 and 3 months) and at home
as a basic physical program for the
entire life. Also, patients’ education
regarding the physical and
professional activities, leisure and
social activities is extremely important
for their overall long-term functioning.
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ABSTRACT

We had prospectively analyzed the influence of personality