2EN. 4-18

o
N
1
N
v
<
(NN
W

SEA. 21-25

Agexeppprog 2014 Tsvxog

Editor in chief
B. Mmtapovtoov

Yvvraktkn Emepootn)

E. AAaBépa

E. AvBomotiov
I. ABavaoadng
K. Ztavpvog
X. EAevBepiov

AIABAZTE
2E AYTO

TO TEYXO2:

Avaokonnon g
Bipioypagiag -

Evoweépovra appa

Merétn QUARTET

Results from the

PROMETHEUS-ACS

Registry

AwoKaoio Ko
TPOKAM|GELS MOG
1] QUPLOKEVTIKIG
TPOCEYYIONG:

H nepintoon g
TPOCMOTOKEVTPIKNG
yoyo0epameiog

www.elefi.gr

APXEI

€JOURNAL

EA.ESPI.

EAAnvViKn ETalpeia
Pappakevtikng Iatpikig

‘Epyo ¢ EAENHY ZOYNH

ayam]roi avayvmoteg - gpidot kat peAn g EAE®I,
Xpovia [ToAa kar KaAr Xpovia.

Evyopaote og 0Aovg vyeia kal akpaia, Snuiovpyikr) mopeia m Nea Xpovid!

To A.Z. ka1 1] CUVTAKTIKT) €mTPOrT Tov mePlodikov g EAE®I Oa eipaote
KOVTA 0ag TO 2015 pUe evilapepovia aphpa, EVNUEPMDOELS KAL VEA OYETIKA UE
™ ®appakevtikn) latpkrn.

Emdingn pag va avtamokplfovue 0TI ATAITNOEIE TV EMOTIUOVIKMOV Kot
Beopkmv eelifemv Tov KAASOU pag Kal CLOTNUATIKA va TPowONoovUE T
oLVEXIOUEVT) 1ATPIKT) EKTTAISEVOT) KAl TIG KAAEG TIPAKTIKEG 0TIV ACKNON NG
e&e1bikevong mg Papuakevtikng Iatpikng oty EMada.

e aUTNV TNV TPooTAdela 0ag TPOOKAAOVUE VA CUVEICPEPETE OTNV VAT TOV
meploS1kov apOpa e TG ATTOWELG 0AG, TIC EPEVVEG 0AG KAL TIG TPOTATELS 0AG.
Ex pépoug tov A.X. KAl TNG CUVTAKTIKIG ETITPOTNG

Me ouvadeA@1KoVg XAIPETIOUOUG KAl TTOAMECG KAAEG EVUXEG.

BapBapa Maapovtoov

EAAnvikA Etaipeia @appakeuTikig latpikig (EA.E.P.1.)*
MéAog Tng AieBvoug OpooTrovdiag ZuAOywv PappakeuTikig latpikAg (IFAPP)

Maiavopou 23, ABriva 11528

TnA.: 2107211845, 2107243161 (latpikr) ETaipgia ABnvwv)
Fax: 2107226100

email

* Z1nv EA.E.®.1. ouppeTéEXOUV WG WEAN 10TPOI, PAPPOKOTIOION ) TITUXIOUXO! BIOAOYIKWV
ETMOTNUWY, Ol OTTOi0I ATX0AOUVTAI PE KAIVIKEG HEAETEG (EpEUVA), PAPUOKOETTAYPUTIVNON,
EYKPIOEIG QAPUAKWY Kal e GAAOUG TOMEIG TNG PAPUOKEUTIKAG laTPIKAG.



mailto:president%40elefi.gr?subject=PERIODICAL%20OF%20ELEFI
http://elefi.gr

2 APXEIA EAEI

Avaokonnon tng¢ BiBAloypagiag -

BapBdpa Mnapoultoou

EvoiagpEpovta apbpa

Ayasntol cuvadeAgot,

potpadopar padi oag KAmol ONUAVTIKA KATA TV Aoy uov apdpa,
KEUEVA KAl EVIIUEPMOELS KAl E01KOTEPA TA BET® PO CLTNOT KA
AVTOAAQLYT] QITOWEWV LETAED Hag

a. Good Pharmaceutical Medical Practice — pa tpwtn amoneipa
OpOne Ipaktikng Papuakevtikng Iatpikng asmo to Faculty of Phar-
maceutical Medicine of the Royal College of Physicians of the United
Kingdom November 2014
Source: https://www.fpm.org.uk/policypublications/gpmp2014

b. Sharing and Reporting the Results of Clinical Trials inter-
esting viewpoint published in JAMA on NIH proposed policy aiming
to increase transparency/disclosure of NIH funded research.
Source: https://jama.jamanetwork.com/article

c. Medical Researchers fears over data protection rules. Re-
searchers call on the EU to provide the legal framework for research
so it can deliver reliable answers as rapidly and cost effectively as
possible. The Scientific community is deeply concerned over the
risks that Europe’s new data privacy rules present to research.
Source: www.europeanvoice.com

d. Horizon 2020 INFO DAY ICT-SCI: E Health & Ageing
On December 2014 the European Commission organised a Horizon
2020 information day on the topic ICT-SC1 (Societal Challenge 1),
for funding of projects in the domain of ICT for health, wellbeing
and ageing. The presentations that took place have been made avail-
able online and can be accessed in the below link.
Source: EC: Digital Agenda for Europe

e. IMI Launches E 115 M Calls for Proposals.
Innovative Medicines Initiative (IMI) has now launched its 3rd and
4th Calls for proposals under IMI 2, with topics on remote assess-
ment, type 2 diabetes, neuropsychiatry, vaccine manufacture, perys-
sis vaccines, patient engagement and adaptive pathways.
Source: Innovative Medicines Initiative

f. Adaptive pathways: A Future approach to bring new medi-
cines to patients.
«Adaptive pathways should be the preferred approach in the near
future to bring new medicines to patients». A number of scientists,
including members of the European Medicines Agency (EMA) and
its scientific Committees take this position in a co-authored article
published in Clinical Pharmacology and Therapeutics. The concept
of adaptive pathways foresees an early approval of a medicine for a
restricted patient population based on small initial clinical studies.
The first approval is followed by progressive adaptations of the mar-
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keting authorisation to expand access to the medicine to broader
patient populations based on data gathered from its use and addi-
tional studies.
Source: EMA

. Shaping science policy in Europe.

The Lisbon Strategy was adopted by the Heads of State and Govern-
ment of the European Union (EU) in 2000. By moving science into
a central position for the development of a European knowledge-
based economy and society, its adoption at political level seems to
have been a powerful catalyst for the increased involvement of sci-
entists in science policy in the EU. The European biomedical com-
munity has recently proposed the creation of a strategic action plan
for health research (the European Council of Health Research; Eu-
CHR), provisionally translated at present into a Scientific Panel for
Health (SPH) research in Horizon 2020, the EU’s research-funding
programme for the period 2014-2020. The creation of such Scien-
tific Panel should be viewed as an important contribution by the bio-
medical community as a major political agreement has been reached
on the need for a comprehensive and long-term scientific strategy to
accelerate research and facilitate innovation at EU level. It is our be-
lief that describing and analyzing the process leading to the creation
of the ERC and SPH (2002-2014) should be widely shared with the
research community in general, as this may contribute to the under-
standing of the evolving relations between scientists and science-
policy making.

Source: Celis JE

Gago JM Mol Oncol. 2014 May;8(3):447-57. molonc.2014.03.013.
Epub 2014 Mar 21.
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Evaluation of
Quality of Life

of patients with
unresectable,
locally advanced
or metastatic Non-
Small Cell Lung
Cancer during and
after the completion
of 1st line therapy
with Docetaxel in
combination with
cisplatin

MeAetn QUARTET*

Abstract

Introduction-Aim: Non-small cell lung cancer (NSCLC) is frequent solid
tumor accounting for high mortality rates. It is mostly diagnosed in stages
III and IV, reducing the treatment options that can be offered to patients.
Chemotherapy offered to patients with advanced disease is primary palliative
and therefore the influence of Quality of Life (QoL) parameters should be
seriously considered. This prospective observational study was conducted to
evaluate the tolerability of a first line Docetaxel-based chemotherapy and to
assess QoL for unresectable, locally advanced or metastatic NSCLC patients.

Methods: Adults patients with histologically or cytologically proven locally
advanced or metastatic NSCLC that have already initiated treatment with
Docetaxel/Cisplatin as first line treatment, with ECOG PSunder 2, and patients
who have signed the ICF were included in this study. Disease characteristics
were monitored alongside with clinical and QoL evaluations (EuroQol five-
Dimensional questionnaire [EQ-5D], Visual Analogue Scale [VAS] and Lung
Cancer Symptom Scale [LCSS] for patients and health providers), were
performed at the beginning and at the completion of the study.

Results: 126 patients administered the Docetaxel/Cisplatin regimen were
enrolled in 8 sites. This chemotherapy proved to be well tolerated, with
manageable toxicity, without deteriorating the Quality of patients’ Life
parameters with the exception of appetite and daily activities that might
be linked to the disease progression and increasing ECOG-PS that were
also observed. At the completion of the study, the patients achieved overall
response rates of 17.1% and stable disease of 22.2%.

Discussion: Chemotherapy regimen based in Docetaxel proved not to
deteriorate the QoL parameters in patients enrolled for this study, whereas
overall responses and stable disease were achieved for 39.3% of the study
population.

Keywords: Non-small cell lung cancer (NSCLC), quality of life (QoL),
chemotherapy regimens.

Introduction:

Lung Cancer is one of the most common and lethal cancers in all over the
world [1]. It is one of the most frequent cancers being first for male and third
for female with 14.1 million new cases in 2012 worldwide. It is the first cancer
in terms of mortality with 8.2 million deaths worldwide. The last decade, the
incidence increased by 25% in male and 70% in female population suggesting
that both the incidence and mortality rates among the two sexes tend to
equilibrate. In Greece, the incidence of lung cancer for both sexes is 6.884
according to 2012 data, placing lung cancer as the most frequent cancer in
male and the third in female population, whereas the differences between the
two sexes show a different to global trend to equilibrate (male to female ratio
is 4.7:1) [2]. However, it should be mentioned that a local Pathologist Analysis
evaluated all solid tumors in Hospital Laboratories in 2009 and 2010 [3] and
reports a decreased incidence of lung cancer compared to Globocan 2012
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estimation. This is explained by the fact that advanced or metastatic lung
cancer is not usually biopsied. Taking into consideration that the majority of
lung cancer cases are diagnosed in an advanced stage, this leads to a possible
underestimation of lung cancer incidence.

Numerous causes for lung cancer have been identified including but not
limited to tobacco use, exposure to radiation and environmental and
occupational exposure primarily asbestos workers [4 - 7]. The clinical features
of lung cancer are generally divided into anatomic regions since this generally
parallels the extent and the spread of the disease. Local symptoms include
cough, dyspnea, hemoptysis, recurrent infections and chest pain, whereas
symptoms secondary to distant metastasis include organ related pain (liver,
bone, brain, pleura) and general symptoms, mainly weight loss and fatigue
[6—-7].

There are two types of lung cancer. The variant known as small cell lung cancer
(SCLC) accounts for 20% of cases, while the rest 80% of cases are non-small
cell lung cancer (NSCLC). There are three major types of NSCLC, with each
type to have a different incidence and pattern of occurrence by age, sex, race,
and geographical area [8]. Squamous cell carcinoma represents 30% of all
cases, it is most commonly found in men, it is closely correlated with smoking
and it consists of layers of epithelial cells that secrete keratin, and therefore
often present as obstructing tumors in the bronchi. Adenocarcinoma is the
most common type in women, and non-smokers and it is characterized by high
level of expression of small airway or immunologically associated proteins
[9] and K-ras mutations are frequently reported [10]. Large cell carcinoma
has a high tendency to metastasize, its lesions are mostly peripheral and it
comprises of undifferentiated cells [11].

More than 70% of NSCLC is diagnosed at stages III & IV (according to
WHO classification) and it is too advanced to be cured by surgery including
lobectomy, pneumonectomy and mediastinal lymph node dissection which
are usually treatment options for early stages. Neoadjuvant chemotherapy
is used in early stages to decrease the risk of distant metastases, to induce
higher rates of responses, although the survival improvement is questionable.
Adjuvant treatment is also administered in early stages post-operatively since
survival benefit has been proved in clinical trials and it is now a standard for
stages IB and II.

For locally advanced NSCLC, chemotherapy is usually combined with
radiotherapy, whereas in metastatic disease various chemotherapy regimens
are administered so as to customize therapy. Unfortunately, in unresectable,
locally advanced and metastatic NSCLC, first line chemotherapy is only
effective for a few months and NSCLC responds poorly to agents used second
line. Despite the progress from new treatments in terms of survival, the
prognosis is poor and the survival at 5 years is 3-7% for stage I1Ib [12] and
less than 2% for stage IV, whereas the 1 year survival for stage IV is highest
in patients with bronchioloalveolar adenocarcinoma (29.1%) and lowest in
those with large cell tumors (12.8%) [13]. Taking into consideration that the
role of chemotherapy in advanced disease is primary palliative, the influence
of patients’ QoL is an important consideration in determining the true value
of any therapy [1]. Additionally, the impact on various everyday patients’ life
aspects is considered to be of great importance.

The parameter of Health Related Quality of Life (HRQoL) is now evaluated
as an important outcome measure in lung cancer clinical trials. However few
studies have incorporated the measure of QoL. Disease specific lung cancer
questionnaires have been developed and validated predominantly in patients
with more advanced lung cancer and often those undergoing chemotherapy
or radiotherapy in the clinical trial setting. On the other hand, HRQoL in
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long term survivors of lung cancer or those with early stage disease who
have undergone surgery has usually been evaluated using generic HRQoL
instruments [14].Today, disease-specific and generic validated tools for the
evaluation of HRQoL are available. The availability of the new instruments
enables clinicians to have some choice in the way that they analyze HRQoL
in their clinical trials. HRQoL encompasses issues such as pain, mobility,
symptoms, social health and psychological health [15].

In order to monitor QoL measurements in the population diagnosed with
advanced or metastatic NSCLC, relevant measures are used.

1. One of the measures that is frequently used, EQ-5D, is a generic mea-
sure of health status developed by an international research group, the
EuroQol Group. The general EuroQol five-dimensional questionnaire
(EQ-5D) was developed to address the fact that the outcome measures
need to encompass a broad range of different disease areas, special-
ties and types of care and to provide a single index that can be linked to
cost. Most clinical researchers use the EQ-5D self-report questionnaire,
which asks respondents to classify and rate their own health according
to five dimensions: mobility, self-care, daily activities, pain/discomfort
and anxiety/depression. For each dimension, patients had to mark which
condition best applies to their case on a scale from 1 to 3, with 1 related to
lack of symptom, 2 related to moderate symptom and 3 related to serious
manifestation of symptom. The resulting health state can therefore be
also defined by a five digit number by combining one level from each of
the five dimensions [16].

2. In parallel, Visual Analogue Scale (VAS) is used to enable the respondent
to provide an overall self-rating of his/her own health fluctuating on a 0
to 100 scale, with o related to worst condition and 100mm related to best
condition. Respondents draw a line to the point on the scale that indi-
cates their overall health status assessment [16].

3. A third evaluation of the QoL, is represented by the use of the Lung
Cancer Symptom Scale (LCSS). This is a disease- and site-specific instru-
ment, particularly designed for clinical trials and clinical practice focus-
ing on the dimensions most likely to be affected by treatment. The LCSS
consists of two instruments, one for patients and a counterpart, optional
one, for health professionals as observers [17].

a) The patient scale comprises of nine dimensions: six measuring main
symptoms for lung malignancies and three summation items related to
total symptomatic distress, activity status and overall quality of life. All
items are measured by visual analogue scales using 100mm lines to de-
termine the intensity of patient responses to appetite loss, fatigue, cough,
dyspnea, hemoptysis, pain, symptoms of lung cancer, activity levels and
quality of life. The patient is asked to focus on describing lung cancer
symptoms given the time frame, the last 24 hours. Zero corresponds to
lowest rating and 100 represents the highest rating, that is o stands for
negative symptom presence (positive evaluation) and 100 stands for posi-
tive symptom presence (negative evaluation) [17].

b) The observer scale is an ordinal level scale measuring six common lung
cancer symptoms: appetite loss, fatigue, cough, dyspnea, hemoptysis and
pain. Response categories are 100 for no symptom, 75 for mild, 50 for
moderate, 25 for marked and o for severe symptoms. Although the scor-
ing system is the reverse of the patient scale, it is similar to performance
scales used in oncology [17]. Although observer LCSS is an optional scale,
it is of major importance since the estimation of the quality of life is often
different between the physicians and their patients. For example, the
pain is often underestimated by the physicians, while it consists one of
the main concerns for the cancer patients.
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In general, QoL is related to tolerability of chemotherapy. Toxicities of
chemotherapy lead to low tolerability and poor compliance. Not all patients
receive all of the planned cycles of chemotherapy or they receive lower dose of
drug. Patients that do not complete the planned chemotherapy are classified
as having failed to complete therapy due to patient refusal, toxicity, disease
progression, comorbidities or death.

In this context, we decided to conduct a post authorization, non-interventional,
local, multicentre, prospective product registry, in order to evaluate the
tolerability of Docetaxel-based chemotherapy, the compliance of patients with
unresectable, locally advanced or metastatic NSCLC treated with Docetaxel
regimen as first line chemotherapy and the related Quality of Life of these
patients. The evaluation of QoL was assessed by the EQ-5D and the LCSS in
patients included in the study with stages III and IV NSCLC. In addition, this
study was important for Greek physicians to realize the significance of QoL
assessment for such an indication and to familiarize them with QoL evaluation.
Additionally, the use of these QoL instruments will involve the patients and
allow them to express their feelings about their illness and treatment. This
study was approved by the Hospital Scientific Committees and the National
Organization for Medicines from February 2008 to July 2013.

Methodology:

Patients and treatment:

This study was planned to enroll 320 patients in up to 25 sites selected after
The specific inclusion and exclusion criteria defined in the study protocol
(DOCET_L_3284/QUARTET) included adult patients with histologically
or cytologically proven locally advanced or metastatic NSCLC that were
administered Docetaxel/Cisplatin regimen and had received at least one cycle
of chemotherapy prior to inclusion in the study. In addition, patients should
have a ECOG PS under 2, they should not participate in another study at the
time of inclusion, they should also comprehend and respond to the questions
asked in the multiple questionnaires and have signed the ICF.

Statistical Considerations for sample size:

To estimate the sample size for this study based on the primary outcome as
this was defined above, a 5% level of significance (i.e., type I error = 0.05) and
a power of 80% (1- = 0.80) was assumed. The comparison between baseline
and the last available measure of QoL will be based on a paired t-test. For
the estimation of sample size, the expected mean difference in QoL and the
expected standard deviation of the difference in QoL between baseline and
last available measurement should be known. Taking into consideration that
these values were not available, these values were estimated based on results
from the literature [18]. We have hypothesized a range of mean differences
from 1 unit to 9 units and a range of standard deviations from 10 to 50.

Safety Reporting:

All participating investigators had to report all adverse events (AE) having
occurred during the conduction of this non interventional study within
appropriate timelines according to Good Pharmacoepidemiology Practices
(GPPs). The AE reporting was initiated from signing the informed consent
form (ICF) until performing the last visit or finalizing patient’s follow up. All
AE, serious and non-serious, were followed up until their resolution.

Data Analyses:

For the implementation of the statistical analysis, descriptive statistics were
used. Statistical measures used were frequencies and distribution percentages
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for discrete variables and descriptive measures (mean, median, maximum,
minimum, standard error of the mean) for continuous variables. Statistical
tests among discrete variables were implemented by using the statistical test
Chi-Square. For statistical tests of discrete variables with two categories each
(2x2 tables) the Fisher Exact Test was used. Also, the statistical Student’s T-
test was used for the comparison of values of continuous variables between
two categories of discrete variables and the statistical Anova F-Test for
the comparison among more than two categories of discrete variables. For
comparisons of quantitative variables between two points in time the paired
t-test was used while an Ancova model was set so as to check whether changes
in quality of life indicators differ between groups of patients.

Additionally, the relationship between quantitative variables was studied
with the use of Pearson Correlations. Mc Nemar test was also used to study
the change in time of dichotomous variables.

All statistical analyses were implemented at a significance level of a=0.05
(2-sided) by using the statistical package SPSS version 16.0.

Results:

Although 21 sites were initiated, only 8 sites recruited a total of 126 patients
between 09.06.2008 and 10.08.2012, according to specific inclusion
and exclusion criteria defined in the study protocol (DOCET_L_03284/
QUARTET). Baseline patient demographics of the study population and
characteristics of the disease are shown in Table 1.

The majority of the patients participating in the study had a tumor stage III/
IV during the first visit (95.2%). The physicians also reported that 45.2% of the
patients had a tissue diagnosis of adenocarcinoma, 15.9% of epithelial cancer
and 2.4% of large cell carcinoma. Other tissue diagnoses were recorded to
19.8% of all patients (mainly squamous cell carcinoma).

The majority of patients (79.4%) had not received any treatment other than 1st
cycle of chemotherapy prior to the baseline visit, while 13.5% had undergone
radiotherapy and 7.9% were operated. No significant difference in previous
treatments was detected with regards the age (p-value=1.00) or the gender of
patients (p-value=0.56).

As concern as the presence of comorbidities, 66.7% of the study population-
was disease-free, while 22.2% had confirmed heart disease and 9.5% endocrine
ones. The existence of comorbidities was related to the age of respondents (p-
value<0.01) with older respondents having higher probability of presenting a
comorbidity.

Thirty four percent of included patients did not receive any supportive
treatment during the first cycle Docetaxel/Cisplatin regimen administration.
Main other treatments that were administered were Filgrastim (20.6%),
Ondaserton (19.0%), Dexamethasone (17.5%), Aprepitant (15.9%) and
Palonosetron (14.3%).

Quality of life (QoL) evaluation at the beginning of the first
cycle

The Quality of life was investigated with the use of three QoL questionnaires
for the patients and one for their treating physicians.

As shown in table 2, at baseline and as reported in EQ-5D scale 53.2% of all
patients had no difficulties in mobility, 80.2% were lacking self-care problems
and 50.0% were performing without problems all daily activities. In addition,
46.8% were lacking any pain/discomfort problems, while a 56.3% experience
moderate anxiety/depression.
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As shown in table 3, at baseline visit and as reported in patients LCSS scale, the
overall average assessment as calculated by the values of the nine parameters
scored at 30/100. Taking into consideration that this is an inverted scaling,
this evaluation was not strongly differentiated from the EQ-5D assessments
of the quality of life described above. Patients scored better with regards to
the presence of hemoptysis (14/100), dyspnea (23/100) and pain (24/100).
Relatively moderate were the assessments with regards to appetite (26/100)
and coughing (28/100). The evaluations were more negative for fatigue
(33/100), symptoms presence (36/100) and effect on daily activities (36/100).

With respect to age, younger patients (< 65 yo) had a better EQ-5D scaling
score of 77.8 vs 69.6 for ages >65 yo (p-value=0.03). There has not been any
age differences with respect to self-assessment 1-100 VAS scale (p-value=0.10)
or the LCSS recorded quality of life (p-value=0.15).

In addition, strongly significant differences in quality of life indicators are
recorded between the two ECOG groups. More specifically, EQ-5D scaling
for patients with ECOG=0 was 84.2 vs 66.4 for patients with ECOG=1 (p-
value<0.001). Furthermore, the quality of life score at the VAS scaling 1-100
for patients with ECOG=0 was 72.8% vs 58.7% for patients with ECOG=1 (p-
value<0.001), while the respective score of the LCSS recorded quality of life
was 19/100 for patients with ECOG=0 vs 36/100 for patients with ECOG=1
(p-value<o0.001) (table 4).

In addition to the above, the physicians were also asked to give a subjective
evaluation of the quality of life of their patients (observers LCSS). The doctors
evaluated six parameters of quality of life (loss of appetite, fatigue, cough,
dyspnea, hemoptysis and pain) on a scale from 0 to 100 where 0 referred
to severe symptoms and 100 to lack of symptoms. Table 5 summarizes the
results of the baseline measurement. 73% of the doctors completed the
respective observers” LCSS scale at the first cycle. The physicians average
evaluation of hemoptysis was 91/100, followed by dyspnea 85% and loss of
appetite as well as pain (both 84/100). More severe evaluations received the
fatigue factor (74/100) and the coughing one (79/100). All above evaluations
were significantly correlated with the respective evaluations of the patients at
the first cycle (table 6).

Patients” status at the completion of the study

40.5% of the patients received all 6 chemotherapy cycles, 19.1% received
4-5 cycles, while 40.4% received less than 4 cycles (table 19). 56.6% of these
patients had a ECOG Performance Status of 1, while 18.9% had a value of o,
17.2% a value of 2, and the remaining 7.4% higher ECOG values. In one case,
the supervising doctor continued the therapy beyond the 6th cycle (8 cycles
in total).

The majority did not have any change in coughing symptoms as shown in
table 8.

With respect to the tumor’s stage at the completion of the study, 72.8% of
patients were at stage IV, 22.8% at stage III and the remaining 4.4% at lower
stage. For 34 patients, this info was not recorded (27%). At the completion
of the study, the response to chemotherapy was recorded. 3.4% of patients
achieved complete response and 13.7% partial response, summing up to a
total response rate of 17.1%. 22.2% of patients achieved stable disease (disease
control rate of 39.3%). However, response rate was unknown for 10.3% of the
study population.

At 89.6% of all recorded visits, the Docetaxel treatment continued without any
change, 4.2% continued with dosage change while at 6.3% of all visit cases the
treatment was interrupted. Out of those cases, where a Docetaxel interruption
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reason was given, 40% attributed the interruption to the change of therapy
due to disease progression, 17% mentioned that this was a physician’s choice
while 17% referred to hematologic toxicity.

Similarly at 89.8% of all recorded visits, continued the cisplatin treatment
without any change, 3.6% continued with dosage change while at 6.8% of
all visit cases the treatment was interrupted. Out of those cases, where a
cisplatin interruption reason was given, 41% attributed the interruption to the
change of therapy due to disease progression, 16% mentioned that this was a
physician’s choice while 16% referred to hematologic toxicity.

Also, out of the patients who were found to have disease progression 36.7%
were at cycle 6, 23.5% at cycles 4 or 5 and 39.7% at previous cycles.

Moreover, 51 patients out of all 126 patients completed all six therapy cycles
(40.5%). For 48 of those (94%) the final outcome has been recorded. 6.3%
achieved complete response, 29.2% partial response (overall response rate of
35.5%), 25.0% stable disease and 37.5 disease progression. At 2.1% of cases
the response info was unknown.

Changes in QoL indicators

Table 9 summarizes the evaluations of patients at the completion phase with
regards the EQ-5D scaling. As also shown in table 10, there has not been
any strongly significant change in the EQ-5D evaluations in times as these
are denoted by the percentage of patients declaring any problem. The only
exception has been the self-care parameter, where there has been a significant
increase in the above metric (from 20% to 32% at the completion of the study,
p-value<o0.01).

In addition, the self-assessment (VAS) of the quality of life in the 1-100 scaling
received a mean score of 62.4% at the completion of the study vs 63.8% at the
baseline stage. The above difference was not statistically significant at 5% (p-
value=0.34).

Furthermore, similar quality of life evaluations were recorded with the usage
of the LCSS booklet by the patients at the completion stage. No significant
differences between completion and baseline stage were found at the
significance level of a=5% with the exception of appetite (p-value=0.02)
and daily activities (p-value=0.02). Both parameters had a poorer score at
the completion stage in terms of quality of life. Appetite received an average
score of 31/100 (vs 26/100 at the baseline phase) and daily activities a score of
41/100 (vs 36/100 in baseline, at the scale 0 positive to 100 negative). However
the overall evaluation of all quality of life items as these were recorded at
the LCSS booklets ranged from 30/100 (baseline) to 32/100 (completion),
a change which was not found to be significant (p-value=0.13). Also, there
has not been any significant change in the physicians’ evaluations between
baseline and final measurement.

In order to investigate possible interactions between the quality of life
performances per ECOG grouping, an ANCOVA model was set using initial
assessments as covariates. The interactions between ECOG groups and EQ-
5D scaling was not found to be significant (p-value=0.14). Similarly, the
interaction between ECOG groups and self-assessment at the 1-100 VAS
scaling was not found to be strongly significant (p-value=0.05) and the same
for the interaction with the LCSS self-evaluation (p-value=0.27).

Report of Adverse Events

Docetaxel-emergent adverse events reported frequency was 27.8% and
Cisplatin-emergent adverse events frequency was 31.0% in the study
population (Table 17). 45 Non Serious Adverse Events (NSAE) were reported
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in 36 (28.6%) patients, whereas 67 serious adverse events (SAE) were captured
in 35 (27.8%) patients of the study population. 23 out of the 67 SAE were
related to chemotherapy, whereas 18 out of the 45 NSAE were also related to
chemotherapy.

Table 11 summarizes the incidence at all grades of the most frequently
reported adverse events. Adverse events were documented to be fatal in 9.8%
(11 patients). Three of the 11 fatal events were related to chemotherapy. More
analytically, one SAE of acute renal failure resulting in death was related to
cisplatin, one SAE of cardiopulmonary arrest resulting in death was related
to Docetaxel and one SAE of patient with fever and positive sputum culture
resulting in pulmonary insufficiency, hypercapnic coma and eventually
death was related to both Docetaxel and Cisplatin. All other 8 cases were
not related to chemotherapy regimen administration and include cases
of bowel perforation, respiratory distress syndrome, cardiac arrest and
hyperventricular tachyarrhythmia, whereas one patient died at home after
one administration of the chemotherapeutic regimen and no autopsy was
performed.

Tables are provided in appendices.

Discussion:

As the role of chemotherapy in advanced NSCLC is essential palliative, it is
recognized that we need to add on the effect of the treatment, the effect on
symptom relief. In this aspect, QoL assessments are of major importance. The
TAX 326 randomized trial, demonstrated that patients treated with Docetaxel
platinum regimens generally experienced an improvement in their QoL versus
Vinorelbine treatment [18].

In this local conducted study, the study population was diagnosed mainly
(95.2%)withan advanced tumorstage (IIland IV). The physicians alsoreported
that 45.2% of the study population was diagnosed with adenocarcinoma,
15.9% with epithelial cancer and 2.4% with large cell carcinoma, whereas
other tissue diagnoses were recorded to 19.8% of all patients (mainly
squamous cell carcinoma). It should be mentioned though that according to
WHO classification, epithelial cancer may be adenocarcinoma or squamous
cell carcinoma and accordingly this 15.9% should be further allocated to the
45.2% of the patients with adenocarcinoma and the 19.8% of the patients
with squamous cell carcinoma. Large cell carcinoma may be also of epithelial
of endocrine origin and accordingly this also alters the initial percentages
reported by the treating physicians. This kind of clarification was beyond the
scope of this study and no further assessments were required.

The comparison for NSCLC stages and ECOG-PS at baseline and at last
treatment assessment showed that there had been deterioration in terms
of disease and performance status evaluations in the study population. As
described in various articles, NSCLC is diagnosed mostly in an advanced
stage when the chemotherapy is effective for a few months and then the
disease progresses. At these stages, chemotherapy is not curative, but mostly
palliative, and primarily its influence in patients QoL parameters should be
considered. QoL assessments for the late stages NSCLC patients need to be
evaluated to determine the value of any therapeutic manipulation.

In this context, this local product registry evaluated the tolerability,
compliance and QoL indicators to Docetaxel/Cisplatin regimen administered
as first line chemotherapy treatment to patients diagnosed with unresectable
locally advanced or metastatic NSCLC.

The chemotherapeutic regimen was well tolerated taking into consideration
that 40.5% of the included patients were administered all 6 cycles with
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one of these patients to have been administered a total of 8 cycles as per
summary of product characteristics indication and dosage [19]. The dose of
the regimen was not altered in approximately 90% of the patient population.
The activity of this combination resulted in a clinical benefit accompanied
by an expected increase in adverse events, attributable to the chemotherapy
regimen and NSCLC. Some of the common adverse events reported were
anemia, leucopenia, diarrhea, fatigue, fever and dyspnea. This implies that
both Docetaxel and Cisplatin safety profiles are manageable. No new safety
signal was reported, as well.

At the completion of the study, the response to chemotherapy was reported.
3.4% of the study population had complete response and 13.7% had a partial
response, summing up to a total response rate of 17.1%. At the same time
point, the disease was stable for 22.2% of the patients, whereas for 50.4%
progressed. It is also important that from the 40.5% of the included patients
that were administered all 6 cycles of the regimen, 35.5% responded either
completed or partially to the Docetaxel/Cisplatin combination, whereas 25.0%
had their disease stabilized. Taking together with the trend described above
on disease deterioration as described in ECOG-PS and stage evaluations, it
is suggested that the chemotherapy administered to the patient population
suffering mainly from late stages of a rapid progressive neoplasm, it is well
tolerated and it shows efficacy for a high percentage of patients.

A direct evaluation of the QoL indicators was performed with various assess-
ment instruments. As per EQ-5D patients’ evaluation, it was shown that mo-
bility, performance of daily activities, pain and anxiety/depression param-
eters were not different when baseline reports were compared to end of study
ones. The only parameter that significantly differs between the start and end
of patients’ evaluation was the improvement in self-care. However, the overall
VAS self-assessment of the EQ-5D did not differ within the patients at base-
line and end of study visit. Similar quality of life evaluations were recorded
with the completion of the LCSS booklet by the patients. No significant dif-
ferences between completion and baseline stages were found with the excep-
tion of appetite and daily activities that showed to have had a poorer score at
the completion stage. It is also of value to highlight that the LCSS observers’
evaluations were positively correlated to the QoL assessment performed by
their patients, implying the close monitoring of their patients disease status.
No significant differences between completion and baseline stage were found
in the LCSS observers’ evaluation, too.

Although, we have to highlight that the study did not succeed to include the
planned number of patients, the QoL evaluations, tolerability and compliance
available data, imply that the Docetaxel/Cisplatin regimen administered to
patients suffering from this lethal neoplasm was well tolerated, with manage-
able toxicity and without deteriorating their QoL parameters. At the same
time, complete response in 3.4% and partial response in 13.7%, summing up
to a total response rate of 17.1% was observed in the study population. We
should also highlight that a total response rate in 14% and a stable disease
in 8% was observed in patients administered all 6 cycles of the Docetaxel-
containing regimen.

Conclusion:

The present study indicates that the Docetaxel/Cisplatin regimen adminis-
tered to mainly late stages NSCLC patients is well tolerated, with manageable
toxicity, without deteriorating the Quality of patients’ Life parameters, while
at the completion of the study, the patients achieved overall response rates of
17.1% and stable disease of 22.2% (disease control rate of 39.3%).
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Table 1: Baseline Patient Characteristics

Characteristic n Yo
Gender

Male 106 84.1
Female 20 159
Total 126

Age (years)

Median 67
Range 42-91
<65 years old 49 38.9
>65 years old 77 61.1
Smoking

Smoker 49 408
Ex-smoker 65 54.2
Non smoker 6 5.0
ECOG PS

0 45 35.7
1 81 64.3
BMI

Normal 54 429
Overweight 54 429
Obese 18 14.3
Primary metastatic site®

None 60 47.6
Adrenal glands 9 7.1
Liver 17 13.5
Brain 12 9.5
Bones 21 16.7
Lungs 22 17.5
Soft tissue 2 1.6
Other 7 5.6
Tumor stage

I 1 0.8
1 5 4.0
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Characteristic n %
1 43 34.7
v 75 60.5
Previous treatment*

Mone 100 79.4
Radiotherapy 17 13.5
Surgery 10 79
Comorbidities

Yes 42 33.3
No 84 066.7

Table 2: EQ-5D evaluation at the beginning of the 1st cycle

No Moderate Serious
EQ-5D (beginning of 1st cycle) problems problems problems Total
Mobility % | 53.2% 44.4% 2.4% 100.0%
Self-care W | B0.2% 16.7% 3.2% T00.0%
Daily problems % | 50.0% 42.1% 7.9% 100.0%
Pain/discomfort % | 46.8% 49.2% 4.0% 100.0%
Anxiety/depression % | 29.4% 56.3% 14.3% 100.0%

Table 3: Mean assessment of the 9 parameters of QOL evaluated on a scale o

(positive) to 100 (negative) at the initial stage of the study

Factors assessed-booklets Mean Median
Appetite 26 20
Fatigue 33 30
Coughing 28 23
Dyspnea 23 14
Blood 14 5
Pain 24 15
Symptoms 36 30
Daily activities 36 32
Qol. overall 47 45
Average assessment 30 28
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Table 4:
Quality of life assessments between ECOG groups at the initial stage of the study

QOL Factors assessed ECOG=0 ECOG=1

EQ-5D Scaling (0 negative -100 positive)
(p-value<0.001) 54.2/100 66.4/100

VAS Self-reported (0 negative — 100 positive)
(p-value<0.001) 72.8% 58.7%

LCSS average scoring (0 positive-100 negative)
(p-value<0.001) 19/100 36/100

Table 5: Mean assessment of the 6 parameters of physicians’ LCSS booklet

Factors assessed-booklets Mean Median
Loss of appelite 84 100
Fatigue 74 75
Coughing 79 75
Dyspnea 85 100
Hemoptysis 91 100
Pain 84 100
Table 6: Factors assessed- Correlations
Correlations between LCSS (patients) Loss of appetite 059%
and LCSS (physicians) booklets’ .
at the beginning of the study (the Fatigue e
negative sign refers to positive Coughing -0.71%
correlation due to inverted scales) Dyspnea 067
Hemoptysis -0.63**
Pain -0.63*

**significant at level 0.01

Table 7: Flow of patients during the various stages of the study

Study stage No of patients participating %o
Cycle 1 126 100%
Cycle 2 108 85.7
Cycle 3 94 74.6
Cycle 4 75 59.5
Cycle 5 56 44.4
Cycle & 51 40.5
Follow up visit 1 36 28.6
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Table 8: Symptoms change evaluation at the completion stage

Symptoms Improvement | No change Deterioration
Coughing 10.3% 63.2% 26.5%
Dyspnea 11.1% 53.8% 35.0%
Pain 13.7% 60.7% 25.6%

Table 9: EQ-5D evaluation at the completion phase

No problems at | Moderate Serious
EQ-5D (completion phase) all problems problems Total
Mobility % | 44.0% 51.2% 4.8% 100.0%
Self-care % | 68.0% 25.6% 6.4% 100.0%
Daily problems % | 48.0% 42.4% 9.6% 100.0%
Pain/discomfort % | 47.6% 47.6% 4.8% 100.0%
Anxiety/depression % | 28.6% 56.3% 15.1% 100.0%

Table 10: Patients with any problems at the EQ-5D scaling at baseline and at the
completion of the study

Factors assessed Baseline % Completion % p-values
Mobility 47% 56% 0.052
Self-care 20% 32% <(.01
Daily problems 50% 52% 0.85
Pain/discomfort 53% 52% 1.00
Anxiety/depression 1% 1% 1.00
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Table 11: Incidence at all grades of the reported adverse events

Adverse Event AE Cases Percentage NSAE SAE
Anemia 27 24.1% 25 2
Neutropenia 5 7.1% b 2
Disease progression 6 5.4% 0 6
Death 8 71% 0 8
Diarrhoea 5 4.5% 3 2
Leukopenia 4 3.6% 4 0
Nausea/Vomiting 4 3.6% 2 2
Fatigue 6 5.4% 0 6
Renal Failure 2 1.8% 0 2
Dehydration 2 1.8% 0 2
Loss of hearing 2 1.8% 1 1
Hypocalcemia 1 0.9% 0 1
Fever 4 3.6% 0 4
Anorexia 3 27% 1 2
Dyspnea 4 3.6% 0 1
Dysphagia 1 0.9% 0 1
Allergic skin reaction 1 0.9% 0 1
Hemoplysis 1 0.9% 0 1
Cough 1 0.9% 0 1
Hypercalcemia 1 0.9% 0 1
Muscle weakness 1 0.9% 0 1
Hyperemesis 1 0.9% 0 1
Urine infection 1 0.9% 0 1
Pneumonia 1 0.9% 0 1
Multiple organ failure 1 0.9% 0 1
Atrial fibrillation 1 0.9% 0 1
Bowel perforation 1 0.9% 0 1
Chest pain 1 0.9% 0 1
Prerenal azotemia 1 0.9% 0 1
Febrile pericarditis 1 0.9% 0 1
Abdominal pain 1 0.9% 0 1
Sputum culture positive 1 0.9% 0 1
Hyperventricular arrhythmia 1 0.9% 0 1
Superior vena cava syndrome 1 0.9% 1 0
Lung inflammation 1 0.9% 0 1
Neurotoxicity 1 0.9% 1 0
No response to therapy 1 0.9% 0 1
Pain 1 0.9% 1 0
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Adverse Event AE Cases Percentage NSAE SAE
Pain 1 0.9% 1 0
Pleural effusion 1 0.9% 0 1
Respiratory distress 1 0.9% 0 1
Tremor of limbs 1 0.9% 0 1
TOTAL 112 100% 45 67
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Introduction: Management of Acute Coronary Syndromes (ACS) has been
rapidly evolving during the last decades. Despite the interventional treatment,
the percentage of the medically treated patients with ACS is still considered
to remain high. Furthermore, antiplatelet and anticoagulant therapies have
progressively established a cornerstone role in acute and long-term manage-
ment of ACS patients.

Objectives: The aim of PROMETHEUS-ACS Registry was to reflect the main
clinical practice trends in antithrombotic and anticoagulant treatments for
medically managed patients with ACS, as well as to provide data regarding the
cardiovascular (CV) events’ rate in non-invasively treated ACS patients over
6 and 12 months after the initial hospitalization, and the medication compli-
ance rates at hospital discharge.

Patients and Methods: The study enrolled 386 adult patients presented
with ACS (Unstable Angina, Myocardial Infarction with [STEMI] or with-
out [non-STEMI] ST-interval elevation) from 16 cardiology departments in
state hospitals throughout Greece, with subsequent non-interventional man-
agement in the period from August 2009 to November 2010. After hospital
discharge, patients were followed-up for one-year period. The study protocol
had been reviewed and approved by the relevant Hospital Scientific Commit-
tees and Institutional Review Boards and accepted by the National Medicines
Organization — EOF.

Results: A total of 386 patients were recruited (mean age+SD:73.5 + 11.1
years), of which 62.4% were men and 74% were overweight or obese. The
majority of the patients presented with non-STEMI (40.7%), whereas 30.8%
had Unstable Angina and 28.5% of the patients had - STEMI. ACS type was
associated with dyslipidaemia (p=0.001), diabetes (p=0.049) - or vascular
diseases (p=0.004).

Non-interventional therapeutic strategy for the management of ACS was re-
lated with the advanced age of the patients (23.6%), particularly above the age
of 80 years, as well as with non-availability of haemodynamic (catheteriza-
tion) laboratory (23.1%).

Regarding medical treatment, 43.5% of patients were taking antiplatelet
treatments [Acetyl-Salicylic Acid (ASA)75%, Clopidogrel 54.2%] before the
onset of ACS symptoms for a mean 5 -year duration. Only 4 out of 10 ACS
patients (40.2%) received a loading dose of antiplatelets at the beginning of
ACS management in a mean time span of 6 hours after the symptoms onset.
The main antiplatelet loading clopidogrel doses administered were 300mg
(56.8%).

The majority of hospitalized ACS patients (91.5%) were treated with anti-
platelet drugs in maintenance doses during their hospitalisation. Antiplatelet
therapy included ASA 100 mg (in 84.4% of patients), and Clopidogrel 75mg
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(50.7%). Furthermore, 86.3% of ACS patients were considered suitable to
receive anticoagulant treatment, particularly 78.2% of patients with Un-
stable Angina, 93.6% of patients with STEMI and 87.3% of patients with Non-
STEMI. Anticoagulants were administered with a mean of 10 hours (median 5
hours) after the onset of symptoms. Anticoagulant drugs were Enoxaparin (in
48.9% of patients, with main doses 60mg [44.8%], 40mg [24.5%] and 80mg
[17.2%]) and Fondaparinux 2.5mg (in 39.9% of patients), while unfraction-
ated heparin was administered to 4.2% of patients and Tinzaparin to 3.0% of
patients.

In the first follow-up visit at 6 months post hospital discharge, 298
out of 374 patients (79.7%) did not have a cardiovascular event, while 76
patients (20.3%) had the following events: 15 patients suffered myocardial
infarction, 19 patients underwent urgent reperfusion therapy and 3 patients
had ischemic stroke and 39 patients diagnosed with other ACS. In total 44
patients (57,9%) with cardiovascular events died at 6 months after discharge.

Regarding treatment non-compliance rates, 22.6% of the patients were non-
compliant with the medication, mainly because of the patients’ initiative
(13%) or due to side effects (7.2%). No significant differences in the cardio-
vascular events rate were recorded between compliant and non-compliant to
therapy patients, as 88.6% and 91.3% were free of events in 6 months respec-
tively among the total of 305 ACS patients.

In the second follow-up visit at 12 months post hospital discharge,
297 out of 322 patients (92.2%) did not have a cardiovascular event, while
25 patients (7.8%) presented with myocardial infarction (8%) or an urgent
reperfusion therapy (32%). At the same time, 60% of the patients with cardio-
vascular events died at 12 months after discharge.

The compliance with the medication prescribed at hospital discharge was
recorded in 279 out of the total 386 patients (72.3%) at 12 months. Among
patients with reported compliance, 27.2% did not comply with the doctors’
instruction. One year after hospitalization for ACS, no significant differences
in the cardio-vascular events rate were recorded between compliant and non-
compliant to therapy patients, as 97.5% and 96.1% were free of events in 12
months respectively among the total of 279 ACS patients.

OConclusions: Preliminary data from PROMETHEUS-ACS Registry in
Greece show that non-invasive, medical therapeutic strategy was reserved
mainly for ACS patients with advanced age in cardiology departments with
limited access to interventional centers.

The compliance to treatment, recommended at discharge, did not seem to
influence the rate of CV events either in 6 or in 12 months after the Acute
Coronary Syndrome.

Data are confirming the results of recent Greek studies, which showed that
mortality rates remain high 12 months after hospitalization for ACS com-
pared to in-hospital mortality.
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'‘Otav 10 atopo Sev yiveratr amodektd amd tovg dAovg oTo TeP AoV Tov
(okoyevelakod, KOVwviKO) Tapd LOVO AV AVTATTOKPIvVETAl € OPOUE TOLG OTIO1-
ovug B&ter kau afloloyel wg kuplapyo To mep1Pdrrov, TOTe TO ATOUO apyidel va
unv amodeyetal oUTE va avayvmpifel akOpa Kat OTUAVTIKES eUmELpieg, va Si-
aotpePAOVEL T) va apvelTal TAEVPES TOL OPYAVIOUIKOD EAUTOV TOV. AUTO GU-
Baivel Aoyw g €EAPTNONE TOL ATOUOV A0 TNV AT0S0XT) TV AM®V KAl el
G aroTeEAeoua va Snpovpyeital 5100Ta0n 1) ACLVETELA AVALETA OTNV TTPAY-
UATIKOTNTA KA1 TOV «KATAOKEVAOUEVO» eauTo (self): To dtouo Ppioketan oe
KATAOTAOT «aouufatotntag» kat eival evdAmto. Ot 0pot a&lag e Toug omoi-
0VG TO ATOUO yivetal amodektd amd 1o mepiBailov tov, eviofarovtal, pe
QITOTEAEOUA VA ATTOTEAOVY TIAEOV UEPOG TNG avTo-g1kOvag Tou (self-concept).
'Otav autd Ta ATOUA KAVOUV ASI0AOYT|OEIS KAl EMAOYEC Yid T1 {wT) TOUC, K-
Bobnyovtan meplooOTEPO QMO TOUG EEMTEPTIKOVG OPOLG atiag Tov Exovv ev-
SofdMel mapd Baoilovtal otnv Sk Tovg avaykn 1) epmepia. H ovykpovon
7oV dnuovpyeital PeETAED TOV OPYAVIOUIKOD AEI0AOYIKOU CGUOTIUATOG TOV
atopov (mpaypatikog eavtog) Kat twv eviofAnuévav opwv aflag (avtiinyn
oV 1W8avikoy €avTov) Kat 1 avadvon pnyaviopmv auuvag (IIpokelpevou ot
nipooAaufavoueveg eumelpieg va yivouv Atyotepo ameN)TIKeg yid TV auTo-
£1Kova) odnyovv o€ CLYYLOT), AyX0g KAl SUGTPOCAPLOTTIKT CULITEPIPOPA.

Ta YapakTploTIKA £VOG TAT|IP®WE AEITOVPYIKOD ATOUOV gival va drapoppm-
VEL AVTIAN YN NG TPAYUATIKOTNTAG CUUP®VA LE TN Skn Tov BEAnon, va £xel
epmmotoovvn oty Skn tov opyaviopikr| Stadikacia aglohoynong, va Stabétet
Vv IKavotnta va fovel OAa Tov ta ovvaodnuata xwpig va ta @ofdatal, va
elval avorytog oy eumelpia, va {e1 ato mapdv, va gxet aiobnon tng eAevbepi-
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ag kat va Stakpivetal amd SnUiovpytkoOTNTA 0av PUOIKT ATOPPOIA TNG TAOTG
TPAYHATWONG TTOV TOV KATELOVVEL, {OVTAG 1A TTI0 KAAT] KAt sTAovota {wr).

H ypuyoOepameia pe v apoomrokevIpikn
TPOCGEYYION

Ta v peydin misloyneia twv avBpomwy ot ostoiot dev eiyav pia 18avikn
AvamTugn e pia avev 0pwv amodoyn amd To MEPIPANOV TOUG AAA YIVO-
VIOUOAV ATTOSEKTOL LITO OPOVC, 1) TPOCWITOKEVTIPIKT| TTPOTEYYIon Bewpel OTL
N TMPOCWINKOTNTA TOVG WTopel va aAAdEel kat va avasttuyBel péoa amo
Bepastevtikn) Stabikaoia, n omoia otoyevel 0To va eMAVOOVY 01 TPOEPYXOUEVEG
arto Tovg Opovg a&lag ovykpolLoelg, va emtevybel CLHPWVIA TOV EALTOV UE
Vv eumepia ka va amokatactabel n opyaviopikr dtadikaoia afloddynong
TOV TIPAYLATIKOD EAVTOV.

SNV TIPOCWITOKEVTPIKT Puxobepasela 1 oxeorn avapueoa oto Yuyobepasev-
M) Kat Tov Oepasmevouevo etval o o onuavtikog mapayovrag. H oxeéon avtr
Bewpeitar amo povn g Bepamevtikn. H alayn kat avamtuén tov Bepasev-
OUEeVOL vItoKveital asto v evdoyevr) Taon mpaypdtmwong. I'a va propéoet
va AELITOVPYNOEL 1] TAOT] TIPAYUATWONG, eival amapaitn n Snuiovpyia evog
nep1BaAovtog aoc@alelag OTov 0 AToUo TIHATAl, YiveTal amodektd kal Ka-
TAVONTO XWPIg OpoLG KAt TpolmobEoerg.

Ot avaykaieg kau emtapkeig ovvOnkeg g Bepamevtikng aAayng otV Ipoow-
TTOKEVTPIKT) Yuxobepareia, £xovv meprypagel wg e&ng:

Ta §vo mpdowta Bplokovial oe PuXOAOYIKT| ETTAPT], O OVOUALOUEVOS «TTIEAL-
NG» 0 07010¢ TeAel 0 KATAOTAOT aoLUPBATOTNTAG, ElvVAl ELAANTOC 1) AYXW-
uévog kal o Bepastevtrig 0 omoiog teAel o katdotaon ovufatdmrag, eivat
avBeVTIKOG WG TTPOG TOV EAVTO TOV.

O Bepamevtng frwver avev Opwv BeTikr|) ammrodoyr yia tov teAdt cav avOpw-
710, EVOUVAIOONTIKA KATAVOEL TO E0WTEPIKO TTAAIOIO AVAPOPAG TOV TTEANTN
KOl ETMKOIWVMOVEL AUTI TNV KATAVONOT, EVR TA TTAPATIAV® TTPOCAALPAvVovVTaL
o€ &va Pabuo asto tov eAdn.

O1 tpoommokevIpikol PuxoBepamevteg Sev Aettovpyovv oav va eivat e181kol
ot {wn Tov TeAaT®V Tovg. Aev ouvvadel e v Bepanevtikn Siadikaoia n
TIAPOYT] CLUPBOVAMY. AUTO 10YVEL AKOUA KAl YO TNV CUUBOVAEVTIKT| JTOV QUITO-
telel pia Bepastevtikn Stabikaoia o mEPIOPIOUEVNC EKTAOTC OE TTAATOG KAt
oe Babog amd v Yuyobepameia. AKOUA KAt 0TV GUUBOVAELTIKT| O TEAATEG
BonBolvtal va ekppaoovy autd JI0V TOUG ATTACTYKOAOVV, VA GUVEISTTOTIOI0VV
Tt Toug ovpPaivel, va eviuvaumvovtal YuyxoAoykd kat va avaiappdavovv pe
TIG E0MWTEPIKEG TOVG SLVAUELS va avienmeEepyovTal 0Tig Suokoiieg Tng (WG

Znmuata kat u£0odog mg Ppuyobepastevtkng
Swadwaoiag

O Bepasevtrg artatteitan va ouyKepAoeL Tig ekTabevTikeg - BewpnTikeg Tov
katafBoAég pe mig avaykeg g diefaywyng g Bepastevtikng Stadikaoiag.
Xpewadetal va cuvSiahéyetar kat va Bpioketal oe Depamevtikn oyEon pe te-
Aelwg SrapopeTikovg avOpaITovg, e ula EVPEIa YKAUA TIPOCMITIKOTI TV KAl
OLLITEPLPOP®V. XPe1adetal 0 Bepamev TG OTOV YUXIOUO TOV KAl T GTACT] TOV
va eivar e€apetikd otabepog, e 10XLVPO ey® KAl 0p1a, Yia va Utopel va ota-
Bl ot ox€on Tov pE TOV TTEAQTN, VA LITOPEL VA AVTIKATOTPIfEL TOV E0WTEPIKO
KOOUO TOU 7teAdn kat va vitoopidel v avamtugn tov. O Bepasevtng £xel
TOKTIKT] £7TAPT] LE TOV O1KO TOV EITOITN ETAPKOVES KATAPTIONC, 0IT010¢ AEITOVP-
vel oav SelTeprn ypAUUT LITOOTNPIENG KAl EAEYXOVL TOOO TOU Ogpasevutr) 660
KOl TWV TEAAT®V TTOL TTApaKoAovdet.
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E€ opiopov
o1 ;teAdTeg etvat
TPOCWITIKOTITEC
7o Bpilokovrtal oe
eVAAWTN Ogom) e
SVOKOAIEC OTO TPOTIO
IOV AAANAeTISpovV
Ka1 oyetTidovtal, apa
AUTEC AVATTAPAyovVTal
KAl LE TOVG
Oepasevteg

To ayabo mg puyobepamneiag eival mePIOGOTEPO AVAYKAIO LLE TNV OIKOVOUL-
K1 kpion 1 omoia Sokipadel g avOpmmveg OxXE0ELS KAl TOAMAITAAGIALEL TOV
apOpod twv avbpomwy Tov Bplokovial 0 KpioT Kol £X0UV AVAYKI LITOOTI|-
pi&ne. O Bepastevtrg kabopiderl T Sradikaocia pag pakpoyxpovng Oepaseiag,
akolovBavTtag moTd Tovg kavoveg emayyehpatikng nowne. Emiaufavetat
JNMUATV IOV APOPOVV O TTEAATES 0L dev elval £tolpot yia Wuyobepaseia,
IOV TIPOCEPYOVTAL 10WG EMELDT KATTO10¢ AAOC TOVG TTieTE, OE TTEAATEG IOV E1-
vai SUOKOAOL GTO VA AVOLYTOVV 1) VA EKPPATTOVY, 0€ ATOUA e coBapr) ouvodo
YuyotaboAoyia Ta 07ola I0m¢ TIPETEL VA TOUXOVV WPUXIATPIKNG TAPAKOAOLOT-
ong. Emiong o Bepamevtng xperadetal va e£100p pomr|oel OXETIKA OEpaTa Omwg
O1KOYEVELAKA, TTOMTIOMIKA, (PUAETIKA, (PUAOVL Kl NAKIOG TOV TTEAAQT).

Agv vmapyovv eyxepidia 1 odnyot Bepamevtikawv oxediov 1 mapeupfdoewv.
To mo1og elvan o BepamevTr|g, TO MTOG ival SIAPOPPWUEVOS O WPUXIOUOG TOV
kaBopidel tov tpodmo tov. O eautdg Tou givan o epyaieio g Soveldg tov
kat astateital o Bepatevtng va eival o eavtog tov. To mdoo avBevikog eivan
kaBopidel m oxéon tov pe tov eddtn. O 1810¢ ¥xpnouevel WG LOVTEAO yia TNV
TPOOWITIKN AvAITTLEN Tov TeAdTn. O Bepartevrng yia va eival atoteAecuati-
KOG e TOUG TTEAATEG TOV, XPEIAZETAL KA1 0TO S1KO TOL 181w TIKO TTEPI A0V va
Aettovpyel avBevtikd, cvpPata pe Tov Ipayuatiko tov eautd. H e€eMEn tov
elvan pia Srapkng mopeia mov asmaitel emagr) kal enefepyaoia twv emayyei-
UATIKQV ELITEIPIOV KAl TV ETMOTNUOVIKGV £EeAifewv TO0O TNg MPOowIToKe-
VIPIKNG 000 KAl TwV AAA®Y BEPAITELTIKGOV TIPOOEYYITEWV.

E€ oplopov o1 meAdteg elval poomImkoTnteg mov Ppiokovtal oe evdaAmTn
Beom pe SuokoAieg 0TO TPOTO OV AAMNAeMSpPoLY kan oyxetidovtal, Apa av-
TEG AvamIapAyovTal Kal pe Tovg Bepamevteg. Yapyovv IepUIT®moelg 00U 0
meAa g prmopel va mape€nynoet m dtabikaoia, va tAnywOet, 1) va ekppdoet
apvnTIKA ovvalodnuata 0mwg amodokipacia, Buuo, amdoppyn 1 kat picog, 1
avtiBeta va mape€nynoetl v astodoyr| kat v okeloTnta Tov fepamevtn kat
va emdbeiel mpookdAAN O™, ayamn, @uoilkn 1 oeovaiikn EAEN. O Bepasev-
Mg emAvEeL TEToa {NTHUATA artd ™V apyn Btovtag opia e Puoko TPOTo,
TIPOCEYOVTAG VA LNV AVAOTEIAEL TO AVOLYHA TOV steAdtn ot Stadikaoia, kat
@pPOVTILOVTAG TIG POVTOBECELS YA TNV EYKATACTAOCT EUITIOTOOVVIG TOV JIE-
Adn mpog tov 1810. E€100pportel TNV KATAOTACT MOTE VA UMV LITAPYEL AOKN 0T
e€ovoiag amd autdov ala 1ootipia kat ion afia pe tov meAddn. O Oepamevtr|g
apovykpadetal ovveyela tn Bepamevtikn oxéon, mwg avtn eEeAlooeTal, mTwg
Bioveral, g atoBavovTal auTtodg Kal 0 JIEAATNE TOV KAl Tt O TTEAATNG TOV LE-
tafifader péoa amd avtn. Ipénel ovvéyela va SiepwtdTal yia T oot Ta
g BeparrevTikng OXE0NE, KAl VA emKowvwvel S1e€o01ka yia ta aitia 1000 e
TOV TEAQTN 000 KAl UE TNV ETOTTELA TOV.

O Bepatevtng xpelddetal va eival OUVEXEI TTAPWV YIA TOV TTEAQTI OTO €8
ka1 Twpa g Sradikaoiag. ITpémel va exel Betikn amodoyn xwpig opoug yia
oV MeAATn Tov oav avBpwio. Avev dpwv Betikn amodoyn onuaivel, xwpig
EMNPEACUO QIO TIG CULITEPIPOPES TOV KAL XWPIG TIPOKATAAWELS, evOlapE-
pov, ektiunon, empPePainon g aflag kat BeTikn ATOTIUNON TG TPOCWITL-
kotTag kabe meddtn wg avBpaitov. Avtn 1 amodoyr| eivar Bepamevtikn yia
TOV JreAa).

O Bepamevtng Sev enefepyddetan Bewpieg 1) emeENYNOEIg OXETIKES LUE TOV YU-
X100 Tov TeAATN, aAAd tpoomabel va eEepeuvrioetl SiapopeTikovg Bepastev-
TIKOUC TPOITOVG ATTOKPLOTG YA VA (PEPEL OTNV EMUPAVELN TO KOGUO TOV TTEAATH.
H evouvaioOntikn katavonaon kai ) emkovmvia g Tpog ToV IeAAT potadet
pe ) Aertovpyia evog kaBpé@tn otn B€omn tov omoiov eival o Beparevtng Pi-
WVEL TNV KATAOTAOT 0av va NTav o 1810¢ 0 seAdng Kot v aviikatompidel
miow mpog avtov. O Bepastevtng poomabel va katahafel ta cuvaionuata,
TIG OKEWEIG KA1 TO Y1ATL EVEPYEL KA TIPATTEL ONWCE TPATTEL 0 TTEAATNC. Emikot-
vwvel T Babltepa katahafaivel, Tt auoBavetal ammod T CLUTEPIPOPA TOV TTe-
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Aatn kal Tt ouvalegBnpaATa TOV YEVvouvTal 0g 0xEoT pe avtov. Ot amokpioelg
Tov elvar yvnoleg kar fonBolv oto va mpowbnbel n cuveldnromoinon ko 1
ene€epyacia ammo N peptd tov meAdn Tt Tov ovpPaivel. O Bepamevtng eivat
0 TPAYLATIKOC TOV EAVTOG OTIC ATTOKPIoeLg TOV. ‘OU®G, CUYKEVIPQOVETAL TNV
18laitepn YA®OOA TOL TTEAATN KA1 OTO TL OTJUALVEL 1) EKAOTOTE CUUITEPIPOPA
OV TTEAATN Yl autdv Tov i610. TIpoomabel emiong va ovykpatel ektdg g
Sadikaoiag omowadnmote anmokpion dev eival fondnukn yia tov meAdn oe
Sedouevo ypovo.

OEPATEVTIKEG TTPOKATOELG

O yuyoBepamevtrg ¥pNOOTOLIEL TOV YUXIOUO TOv Y1 va otpi&etl T Bepa-
niela AV avBpamivev Yuymv stov Bpiokovtal oe avaykrn. Ot mehateg yivo-
VTAL ATOSEKTOL KA EKTILOVVTAL AVEL OPwV 0V AVOP®ITOL Y10 OAEG TIG TTAEVPEG
NG TIPOOMIIKOTNTAS TOVG, CLVEIST TOMONUEVEC T) KPLPEG, fonBolvtal oto va
aLEAVOLYV TNV AVTO-CLVELST TOIOINOT), VA TAKTOITOL|0OVV TIG OUYKPOVOELS LE-
TAED TOV E0MTEPIKOV TOVUG <<OEA®>> KAl TV TEPIPANMOVTIKGV < <TTPETEL> >
ka1 pe ) 5pdon Tov e0wTePKoL Tovg Suvapkov va avanmtuyBolv wg dtoua.
H mopeia avamtuing tov tedatov yivetat pe kprnpla Sikd toug kat Sev e€ap-
TATAL A0 TIPOCWITIKA TOTEV 1) TTpokaboplopévoug BepammevTIKOUG OTOXOUG
a6 Tov BepamevT).

KabBoprotikol mapayovteg 0Tny AtoTEAECUATIKOTITA TG YuX00EPATEVTIKTG
Sadikaoiag avadewviovrar 1o puéyebog g avbevtikotntag tov HBepasev-
M) xat o1 faBuol avtoyvwoiag Kal avtoastodoyng mov Tov xapaktnpifovv. H
gumepia ov BepastevTr), W1aiTEPA TO KATA TO0O 0 1810¢ £xel Yuyobepasmev-
KA enefepyaotel ka Eemepaoel TOvg TPoowIikoVg Tov Pabeig ofovg, ava-
OQAAELEG KAl AyYN €lval KPUTNP1o Yid TO KATA TO00 QITOTEAECHATIKOG eival
puéoa otn Bepastevtikr) oxéon. O TpOTOG MOV £xel eneepyaotel kal emAvoel
onueia tov yapaxtripa tov ®ote va odnyndet oto va awcgBdavetar oryovpid,
gival 0 KOOUOG HEoA OTOV 07010 WIToPEl va Bpel mathpata, Spouovg kat yé-
(PLPEC TIPOC TNV AVTIOTOLYT) EUTEIPIA TOV TTEAQT. AvTd Ta Suvata onueia exet
01N §100€0T1) TOU MOTE VA TA EKUETANMEVTEL TPOYWPDVTAG TOCO 0€ TAATOG OGO
ka1 oe Babog otn Bepameia. Avtég o1 mapaueTpot gpaivetal 6Tt kabopidouv
SuokoAia kat Tig mpokAroelg oty €EA0KN 0N TOL YPuyxobepasmev kol Aettovp-
Ynuatog.

H 6oov 10 Suvatov peyaiivtepov fabuov avtoyvwoia emtpénel otov Bepa-
TIEVT TNV WIOPUYN TUPAGV onueiwv otn Bepameia tov meAam. O yuyobe-
PATTELTNC XPEIALETAL VA PEPEL OTNV ETNPAVELA OAEG TIG OWPELS TOV EAVTOV TOV
e\ o Bploketal ayXwpevog kal dtatapayusvog Adym Tng acuupvi-
ag petady tovg. IIpémnel va Tig mpooeel oleg e€l00vV MOTE 0 TMTEAATNG VA TIG
AVAYVOPIoEL KAl AUTOG VA TIG emavatomofeTnoet kal va emAegel LeTaly Toug
ue Aertovpyko tpomo. [poxwpavtag oe PdBog otn Bepasteia, o Oepamevtrg
QAVTAITOKPIVETAL OX1 LOVO OE AUTA JTOV TOV TIAPOVOIASEL O TTEAATNG OAA pOA-
VEL KAl o€ auTtd ov Stagaivovral fabltepa. Aev etvatl povo ANmmg aAAd kat
EKPPAOTIC AVTOV TV KPUuEvav koppatiov. H Bepastevtikn| tov otdon mpé-
TEL VO AVTATIOKPIVETAL 0 OAEG AVTEG TIG S1A(POPOTTONTEIG TNG TIPOCWITIKOTN-
TOG TOV JEAAT.

Yndpyovv mavtote véeg mapauetpol kal dedouéva ta omoia avtipetwItidel
0 Bepamevtng. IToAAEg popeg 0 meAaTng Utopel va Tov SoKIpader 1 va punv
Tov amodeyetal. Mmopel va mpoofdaiet Tig mpoowimikeg agieg katl tnv Puyo-
Aoyia Tov. O Bepamevtig xperddetan va unv autoavalpeital Wipootd og av-
TO-TTPOOTATEVTIKEG Srad1kaoieg Apuvag Tov TEANTN, WIPOOTA O KATACGTPO-
(PIKEG KAl AUTOKATOOTPOPIKEG CUUITEPIPOPES TOV, UTPOOTA 0L VPEOTELS KAl
vrtavaywpnoelg. O Bepamevtng yvmpidel 0T amonTeital va uny vompet kat
va pnv khovidetal n avev opwv amodoxr) tov tpog Tov eAatr. Omowadrmote
QITOOTPOPT) VIOCEL TIPOG TIC CUUIIEPLPOPES TOV TEAATN AVAYETAL 0 S1KA TOV



25 APXEIA EA.EI.

H nepintwon Ttng NPOoOWNOKEVTPIKNG Puxobepaneliag

B&pata kat etvan Skn Tov 1 evBLVT va TNV emMAVCEL lowg KAl 0To mimedo g
£TTOTTELAG TOV.

Eviote, 0 Bepamevtig pmopel va avTieT®Imidel to JNTUa g amoTEAECA-
TKontag g Bepameiag. Oewpnukd, LIAPYeL N okéPn OTL pe T Sradika-
ola g Yuyobepaseiag, n acvufatotnta kat n diatapayr ov Tapovotadel
o teAdng Ba petwbolv kat Ba vapEet AAAAyT| TTPOG Hia AVATTTLELIAKT) TTOPELQ.
'Opwg, avtod Sev eivan mavta otyovpo. O meAdng pmmopel va omaoBodpopn-
o€l o mponyoLpeva otadia katl va emdeifel pia auetakAnt apvnorn mpog
o Bepasevt| kal T Bepastevtikn mopeia. e TEToleg MEPUITOOELS O Depa-
mevtng 8ev pmopel arAd kat Sev mpémet pe kaveva tposo va mpoomadnoet va
eAéyEel mapepfatikd 1) 1000 LAAAOV GUYKPOLOIAKA TOV YUYIOUO TOU TTEAAT.
IIpOoCWITOKEVIPIKT] TTPOCEYYIOT) ONUAIVEL O TTEAATNG EKTIHATAL OETIKA akoun
kal av odnyeitan o mopeia avamtugng avtifetn amod avT) OV TPOCWITKA O
Bepartevtng Ba Bewpovoe owotr). Ze kabe nepintwon ekppadetar n fabid mi-
0N TV AELITOVPY®V TNE TIPOCWITOKEVTPIKNG TPOCEYYIONE OTOV AvOpwITo, 0TOo
avarrtu&lakd Suvapiko tov kat otnyv eAevBepia ekAoyng otn {wn.

O yuyoBepamevtng ouvexmg AVTILETOITEL kAl Eemepvd Toug S1koUg TOU PO-
Boug o1 omoiot avafiovovv péoa ato o AafvpivBo Tov YuIoHov Tov TTEAAT.
O1 ovykpovoelg g Bepamevtikng Stadikaciag Tov avaykadovv ouveX®g va
ene€epyadetan TTUYXEG TOL S1KOV TOL EAVTOV KAl JIPOKAAOVV pia Sokipaoia tng
O1kn g Tov avto-amodoyng. Katd éva mapda&evo tpodmo gaivetal 0Tt o puyobe-
PATEVTNG AVALETPATAL e TOV €AVTO TOV. Ol TTIPOKANCELS AUTEG ouuAarAovy
o€ pia 81kn Tov agvan mopeia aLVEAVOUEVNC AUTOYV®OLAG KOl AVATITUENG AV
Bepastevtng kal oav avOpwrtog.

Avagietal n copila Twv apxaiov pntwv:

“T'vwb o’avtov”
“I'mpaokw ael Sidaokopevog”
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