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Instructions to Authors

ellenic Urology”is the official scientific journal of

the Hellenic Urological Association. Its main ob-

jective is to publish original articles, reviews and
case reports on diseases of the genitourinary system.
The journal “Hellenic Urology”is also concerned in the
continuous education of the Urologists and aims at pro-
moting the science of Urology. The journal publishes
papers, which concern clinical research and scientific
achievements. It also welcomes clinical investigations
as well as basic and applied laboratory research; new
data and recent developments of urological interest are
also welcomed. Papers published in another journal are
not accepted.

Submission of Papers

1. General Information: The official language of “Hellen-
ic Urology”is English. Authors whose native language
is not English will have their manuscripts proofread by
a professional copyeditor offered by the editorial team.
The authors are allowed to submit their manuscriptinto
Greek and translation will be provided.

All the authors are jointly responsible for the con-
tents of the paper and sign together the Authorship Re-
sponsibility, Financial Disclosure and Acknowledgment
form. The list of authors should not exceed six (6) oth-
erwise the participation of those exceeding the above
numbers should be justified accordingly. In case of re-
ports, the authors should not exceed four (4). In review
articles the authors should not exceed the number of
two. The following should be observed in the case of
clinical studies:

a) The authors should state that the research was con-
ducted according to the principles as have set forth by
the Helsinki Declaration of 1975.
b) In the Studies that involve human subjects, a state-
ment - approval from the appropriate human ethics
committees should be obtained.

) A statement - approval of the competent scientific
committee of the centre in which the research work was
carried out, pertaining to the protocol of the perspec-
tive studies, should be included.

In the case of the experimental studies on animals a
statement should be made that the paper has adhered
to the international guidelines for research involving
animals, which has been recommended by the WHO,
stating that “all research on animals was conducted in
accordance with guidelines tendered by internation-
al law”.

2. Copyright Transfer: Papers published in Hellenic Urol-
ogy constitute copyright ownership of the manuscript
to the Hellenic Urological Association (HUA). Thus any
reproduction and/or copying of said manuscript is al-
lowed only after consent of the Editorial Board of the
Journal.

3. Procedure:

The corresponding author is informed for receipt of
the manuscript and number of registration. The manu-
scripts are first checked whether they have been writ-
ten and submitted according to the instructions of the
journal (instructions to authors). Manuscripts which do
not meet the requirements of correct submission are
returned to the corresponding author with instructions
for due corrections. The manuscript is double - blind
checked by special consultantsreviewers of the journal.

The revised manuscript with an accompanying letter
signed by the corresponding author, in which he de-
clares that all corrections have been done.

The final decision for acceptance of the manuscript
lies on the Editorial Board that decides for approval, or
return of manuscript for supplementary information,
decision for re - approval or to reject the manuscript.
As soon as the paper is accepted and has been allotted
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Instructions to Authors

final publication, a proof is dispatched to the authors
for final checking.

Article types
Reviews - maximum 4,000 words, 50 references, 6 ta-
bles and 10 figures, Abstract 300 words
Original Articles - maximum 3,000 words, 30 referenc-
es, 6 tables and 10 figures, Abstract 200 words
Case Reports - maximum 1,500 words, 10 references
and 6 figures, Abstract 100 words
Letter to the editor - maximum 600 words, 6 referenc-
es, 1 table and 1 figure
All article types should be accompanied by an ab-
stract in Greek. For authors whose native language is
not Greek, a Greek translation will be provided by the
Editorial Board.

Article structure

Subdivision: Divide your article into clearly defined
sections. Any subsection may be given a brief heading.
Each heading should appear on its own separate line.
Introduction: State the objectives of the work and pro-
vide an adequate background, avoiding a detailed lit-
erature survey or a summary of the results.

Material and methods: Provide sufficient detail to al-
low the work to be reproduced. Methods already pub-
lished should be indicated by a reference: only relevant
modifications should be described. Statistical methods
should be included in Material and Methods section.
Results: Results should be clear and concise.
Discussion: This should explore the significance of the
results of the work, not repeat them. Avoid extensive ci-
tations and discussion of published literature.
Conclusions: The main conclusions of the study may
be presented in a short conclusions section, which
may stand alone or form a subsection of a Discussion
section.

Title page information

Title: Concise and informative. Titles are often used
in information - retrieval systems. Avoid abbreviations
and formulae where possible. Author names and affili-
ations Where the family name may be ambiguous (e.g.,
adouble name), please indicate this clearly. Present the
authors' affiliation addresses (where the actual affilia-
tions with a lower - case superscript letterimmediately
after the author’s name and in front of the appropriate
address. Provide the full postal address of each affilia-
tion, including the country name and, if available, the
e - mail address of each author.

Corresponding author: Clearly indicate who will han-
dle correspondence at all stages of refereeing and pub-
lication. Ensure that phone numbers (with country and
area code) are provided in addition to the e - mail ad-
dress and the complete postal address. Contact details
must be kept up todate by the corresponding author.

Summary

A concise and factual abstract is required. It should
state briefly the purpose of the research, the principal
results and major conclusions. An abstract is often pre-
sented separately from the article, so it must be able
to stand alone. For this reason, references should be
avoided, but if essential, then cite the author(s) and
year(s). Also, non - standard or uncommon abbrevia-
tions should be avoided, but if essential they must be
defined at their first mention in the abstract. Abstracts
should be structured as to include items of Objectives,
Methods, Results and Conclusions.

Keywords

Immediately after the abstract, provide a maximum
of 6 keywords, using American spelling and avoiding
general and plural terms and multiple concepts (avoid,
for example, ‘and;, ‘of’). Be sparing with abbreviations:
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only abbreviations firmly established in the field may
be eligible. These keywords will be used for indexing
purposes.

Abbreviations

In the text, abbreviation should be detailed at their
first mention. Ensure their consistency throughout the
article.

Acknowledgements

Collate acknowledgements in a separate section at
the end of the article before the references. List here
those individuals who provided assistance during the
research.

Math formulae

Present simple formulae in the line of normal text where
possible and use the solidus (/) instead of a horizontal
line for small fractional terms, e.g., X/Y. In principle, vari-
ables are to be presented in italics. Powers of e are often
more conveniently denoted by exp. Number consecu-
tively any equations that have to be displayed separate-
ly from the text (if referred to explicitly in the text).

Footnotes

Footnotes should be used sparingly. Number them
consecutively throughout the article, using superscript
Arabic numbers. Many word processors build footnotes
into the text, and this feature may be used. Should this
not be the case, indicate the position of footnotes in the
text and present the footnotes themselves separate-
ly at the end of the article. Do not include footnotes in
the reference list.

Table footnotes
Indicate each footnote in a table with a superscript low-
ercase letter.

Artwork

Image manipulation: Whilst it is accepted that authors
sometimes need to manipulate images for clarity, ma-
nipulation for purposes of deception or fraud will be
seen as scientific ethical abuse and will be dealt with ac-
cordingly. For graphical images, this journal is applying
the following policy: no specific feature within animage
may be enhanced, obscured, moved, removed, or intro-
duced. Adjustments of brightness, contrast, or color bal-
ance are acceptable if and as long as they do not obscure
or eliminate any information present in the original.

Electronicartwork
General points:

Make sure you use uniform lettering and sizing of

your original artwork.

Embed the used fonts if the application provides

that option.

Aim to use the following fonts in your illustrations:

Times New Roman, 12.

Number the illustrations according to their

sequence in the text.

Use a logical naming convention for your

artwork files.

Provide captions to illustrations separately.

Size the illustrations close to the desired dimensions

of the printed version.

Submit each illustration as a separate file.
Formats: If your electronic artwork is created in a Mi-
crosoft Office application (Word, PowerPoint, Excel)
then please supply ‘as is’'in the native document for-
mat. Regardless of the application used other than Mi-
crosoft Office, when your electronic artwork is final-
ized, please ‘Save as’' or convert the images to one of
the following formats (note the resolution require-
ments for line drawings, halftones, and line/halftone
combinations given below): PDF or JPEG. Keep to a
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minimum of 300 dpi Vector drawings, embed all used
fonts.
Please do not:
Supply files that are optimized for screen use (e.g.,
GIF, BMP, PICT, WPQG); these typically have a low
number of pixels and limited set of colors;
Supply files that are too low in resolution;
Submit graphics that are disproportionately large
for the content.
Figure legends: Ensure that each illustration has a leg-
end. Supply legends separately, not attached to the fig-
ure. A legend should comprise a brief title (not on the
figure itself) and a description of the illustration. Keep
text in the illustrations themselves to a minimum but
explain all symbols and abbreviations used. Legends
should be sent separately.

Tables

Number tables consecutively in accordance with their
appearance in the text. Place footnotes to tables above
the table body and indicate them with superscript low-
ercase letters. Avoid vertical rules. Be sparing in the use
of tables and ensure that the data presented in tables do
not duplicate results described elsewhere in the article.

References

Citation in text: Please ensure that every reference cited
in the text is also present in the reference list. Any refer-
ences cited in the abstract must be given in full. Unpub-
lished results and personal communications are not rec-
ommended in the reference list, but may be mentioned
in the text. If these references are included in the refer-
ence list they should follow the standard reference style
of the journal and should include a substitution of the
publication date with either 'Unpublished results' or 'Per-
sonal communication' Citation of a reference as 'inpress'
implies that the item has been accepted for publication.

Web references: As a minimum, the full URL should be
given and the date when the reference was last accessed.
Any further information, if known (DOI, author names,
dates, reference to a source publication, etc.), should also
be given.Web references can be listed separately (e.g., af-
ter the reference list) under a different heading if desired,
or can be included in the reference list.

Reference style

Text: Indicate references by number(s) in square brack-
ets in line with the text. The actual authors can be re-
ferred to, but the reference number(s) must always be
given. However, for more than 6 authors, only the first
three should be listed followed by et al’

List: Number the references (numbers in square brackets)
in the list in the order in which they appear in the text.

Examples:

Reference to a journal publication:

1.Van der Geer J,Hanraads JAJ, Lupton RA et al. The art of
writing a scientific article. J Sci Commun 2000;163:51 - 9.

Reference to a book:
2. Strunk Jr W, White EB. The elements of style. 3rd ed.
New York: Macmillan; 1979.

Reference to a chapter in an edited book:

3. Mettam GR, Adams LB. How to prepare an electron-
ic version of your article. In: Jones BS, Smith RZ, edi-
tors. Introduction to the electronic age, New York: E -
Publishing Inc; 1999, p. 281 - 304.

For further details you are referred to ,Uniform Re-
quirements for Manuscripts submitted to Biomedical
Journals” (J Am Med Assoc 1997;277:927 - 934) (see also
http://www.nlm.nih.gov/bsd/uniform_requirements.
html).
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Editors’responsibilities

1. Publication decisions
The editor is responsible for deciding which of the ar-
ticles submitted to the journal should be published.

The decision will be based on the paper’s impor-
tance, originality and clarity, and the study’s validity
and its relevance to the journal's scope.

The decision is guided by the policies of the jour-
nal's editorial board. The decision is constrained by
current legal requirements regarding libel, copyright
infringement, and plagiarism. The decision should
not be restricted by the authors' race, gender, sex, re-
ligious belief, ethnic origin, and citizenship. The edi-
tor may confer with other editors or reviewers in mak-
ing this decision.

2, Confidentiality

The editor and any editorial staff must not disclose
any information about a submitted manuscript to an-
yone other than the corresponding author, reviewers,
potential reviewers, other editorial advisers, and the
publisher, as appropriate.

3. Disclosure and conflicts of interest

Unpublished materials disclosed in a submitted pa-
per will not be used either in an editor's own project
or by the members of the editorial board for their own
research purposes without the express written con-
sent of the author.

Duties of Reviewers

1. Contribution to Editorial Decisions
Reviewers’assists the editor in making editorial deci-
sions and through the editorial communications with
the author may also assist the author in improving
the paper.

2. Promptness
Any selected referee who feels unable or unquali-
fied to review the research reported in a manuscript
should notify the editor and exclude himself from the
review process.

3. Confidentiality

Any manuscripts received for review must be treated
as confidential documents. They must not be shown
to or discussed with others except as authorized by
the editor.

4, Standards of Objectivity

Reviews should be conducted objectively. Person-
al criticism of the author is inappropriate. Referees
should express their views clearly with supporting
arguments.

5. Acknowledgement of Sources

Reviewers should identify relevant published work
that has not been cited by the authors. Any state-
ment that an observation, derivation, or argument
had been previously reported should be accompa-
nied by the relevant citation.

Reviewers should also call to the editor's attention
any substantial similarity or overlap between the
manuscript under consideration and any other pub-
lished paper of which they have personal knowledge.

6. Disclosure and Conflict of Interest

Information or ideas obtained through peer review
must be kept confidential and not used for person-
al advantage. Reviewers should not consider man-
uscripts in which they have conflicts of interest re-
sulting from competitive, collaborative, or other
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Editors’responsibilities

relationships or connections with any of the authors,
companies, or institutions connected to the papers.

Duties of Authors
1. Reporting standards
Authors of original research papers should present
accurately the work performed and provide an ob-
jective discussion of its significance.

Underlying data should be properly represented
in the paper. A paper should contain sufficient detail
and references to permit others to replicate the work.

2. Data Access and Retention

Authors are asked to provide the raw data in connec-
tion with a paper for editorial review, and should be
prepared to provide public access to such data and
should in any event be prepared to retain such data
for a reasonable time after publication.

3. Originality and Plagiarism

The authors should ensure that they have written en-
tirely original works, and if the authors have used the
work and/or words of others that this has been appro-
priately cited or quoted.

4. Multiple, Redundant or Concurrent Publication
Authors should not publish manuscripts describing
essentially the same research in more than one jour-
nal or primary publication.

5. Acknowledgement of Sources

Proper acknowledgment of the work of others must
always be given. Authors should cite publications that
have been influential in determining the nature of the
reported work.

6. Authorship of the Paper

Authorship should be limited to those who have
made a significant contribution to the conception,
design, execution, or interpretation of the reported
study.

All those who have made significant contributions
should be listed as co - authors while those who
have participated in certain substantive aspects of
the research should be acknowledged or listed as
contributors.

The corresponding author should ensure that all
appropriate co - authors are included on the paper
and that all co - authors have seen and approved the
final version of the paper.

7.Hazards and Human or Animal Subjects

If the work involves chemicals, procedures or equip-
ment that have any unusual hazards inherent in their
use, the author must clearly identify these in the
manuscript.

8. Disclosure and Conflicts of Interest
All authors should disclose in their manuscript any fi-
nancial or other substantive conflict of interest that
might be construed to influence the results or inter-
pretation of their manuscript.

All sources of financial support for the project
should be disclosed.

9. Errors in published works

When an author discovers a significant error or in-
accuracy in his/her own published work, it is the au-
thor’s obligation to promptly notify the journal edi-
tor or publisher and cooperate with them to correct
the paper.
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Novel bone protective agents in patients with prostate cancer, p. 23-29

Novel bone protective agentsin patients
with prostate cancer

Nikolaos A. Kostakopoulos, Athanasios Papatsoris

2nd Department of Urology, Medical School, University of Athens, Sismanogleio General Hospital, Greece

Prostate cancer is the most commonly diagnosed non-cuta-
neous cancer and the second leading cause of cancer death in
men. The tissue tropism of prostate cancer for bone coupled
with the skeletal- related adverse effects of Androgen Depri-
vation Therapy has led to heightened awareness of SREs in cas-
tration resistant prostate cancer. In the European Association of

Urology updated 2015 guidelines on the management of cas-
tration resistant prostate cancer the grade of recommendation
is"A’for offering bone protective agents to patients with bone
metastases (denosumab being superior to zoledronic acid).
The results of larger ongoing studies that assess the efficacy,
safety and cost-effectiveness of denosumab are warranted.

Kostakopoulos N, Papatsoris A. Novel bone protective agents in patients with prostate cancer. Hellenic

Urology 2016, 28 (3): 23-29

n Castration resistant prostate cancer (CRPC) bone
metastases are often present posing a substantial
health and economic burden because they induce
skeletal - related events (SREs: Pathological fractures,
spinal cord compression, need for radiotherapy or
surgery to the bone). Once bone metastases are di-
agnosed, the survival time varies
between 12 and 55 months depend- \‘?

or more new bone lesions on bone scan was includ-
ed as an alternative characterization of CRPC in the
guidelines of the European Association of Urology
(EAU)Y. This stresses the importance of bone protec-
tive agents for the prevention and management of
skeletal - related events (SREs).
For the last two decades only
intravenous (IV) bisphosphonate

ing on various prognostications'. Key words zoledronic acid has demonstrated
Clinically, bone metastases are the prostate cancer; castration; efficacy in preventing SREs and
primary cause of morbidity and mor- bone protective agents; has been established in the clini-
tality for men with metastatic CRPC, denosumab; bisphosphonates; cal practice. Recently, subcutane-
with 80% - 90% of patients eventual- radium 223; abiraterone; ous (SC) use of denosumab (a fully
ly developing metastatic disease. enzalutamide human monoclonal antibody of

Recently, the appearance of two

Corresponding author:

the IgG2 subtype against receptor

Dr. Athanasios Papatsoris, 1 Sismanogleiou str,, Sismanogleio General Hospital, 15123 Marousi, Greece,

E-mail: agpapatsoris@yahoo.gr
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- activated nuclear factor kappa - b ligand: RANKL) has
gained Food & Drug Administration (FDA) approval
for prevention of SREs in patients with bone metas-
tases from solid tumors and for increasing bone mass
in patients with non - metastatic PCa under androgen
deprivation therapy (ADT). Furthermore, although in-
itial ADT is uniformly effective, nearly all patients will
eventually develop CRPC with bone metastases, thus
the development of novel bone - targeted agents such
as denosumab is more than welcomed?.

Bisphosphonates

Bisphosphonates have been used to inhibit osteo-
clast - mediated bone resorption in CRPC and have
proven to be highly effective in reducing bone pain.
643 patients who had CRPC® with bone metastases
were randomised to receive zoledronic acid, 4 or 8 mg
every 3 weeks for 15 consecutive months, or placebo.
At 15 and 24 months of follow-up, patients treated
with 4 mg zoledronic acid had fewer skeletal -related
events (SREs) compared to the placebo group (44%
vs 33%, p= 0.021) and fewer pathological fractures
(13.1% vs 22.1%, p= 0.015). Furthermore, the time to
first SRE was longer in the zoledronic acid group, thus
improving QoL.

Patients were initially randomised to 4 or 8 mg of
zoledronic acid, but the 8 mg dosage was later mod-
ified to 4 mg due to toxicity. The toxicity (e.g., jaw ne-
crosis) of these drugs, especially amino bisphospho-
nate, must always be kept in mind*>. Patients should
have a dental examination before starting bisphos-
phonate therapy. The risk of jaw necrosis is increased
by a history of trauma, dental surgery or dental infec-
tion, as well as long-term intravenous bisphospho-
nate administration®. No survival benefit has been
seen in any prospective trial with bisphosphonates.

In a survey which included 200 urologists from 12
European countries including 27442 PCa patients bi-
sphosphonates were used to the same extent in hor-
mone-naive and castration-resistant PCa, with bone
metastases, although current guidelines recommend
their use only in CRPC. 78-80% of board-certified urol-
ogists prescribed BPs in both hormone sensitive PCa
and CRPC’.

RANK ligand inhibitors

Denosumab is a fully human monoclonal antibody
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directed against RANKL (receptor activator of nucle-
ar factor kB ligand), a key mediator of osteoclast for-
mation, function, and survival. Denosumab binds to
RANKL and prevents the maturation of osteoclasts,
bone resorption and finally breaks the vicious cycle
of bone destruction.

It has been developed as two products with differ-
ent dosing regimens and therapeutic indications®. In
the dose of 60 mg SC, twice yearly, it is indicated for
the treatment of bone loss associated with androgen
deprivation therapy (ADT) in men with prostate cancer
at high risk of fracture. In the dose of 120 mg SC, every
month denosumab is indicated for the prevention of
SREs in patients with bone metastases from solid tu-
mors, including prostate cancer. Several studies have
been published for SRE prevention dosing regimen?.

The results of a randomized study on 1432 men
with prostate cancer that received denosumab ver-
sus placebo have demonstrated an increase in bone
- metastasis - free survival'®, In this phase lll, double -
blind, randomized study, denosumab significantly in-
creased bone - metastasis - free survival by a median
of 4.2 months (29.5 vs 25.2). In particular, the primary
endpoint of the study was bone -metastasis- free sur-
vival, a composite endpoint determined by time to
first occurrence of bone metastasis or death from any
cause. The overall survival was similar between the
two groups as well as the rate and grade of adverse
effects except for hypocalcemia (2% vs <1%), while
the jaw osteonecrosis (5% vs 0%) was higher in deno-
sumab group.

These results upon the incidence and delay of SRE
onset in patients with bone metastases have been
confirmed by a recent meta - analysis of six controlled
studies including 6,142 patients with breast cancer,
prostate cancer, solid tumors except from lung cancer
and myeloma'. Furthermore, nine (95% Cl 7-11) addi-
tional people need to be treated to prevent one SRE,
suggesting that this difference is clinically significant,
given the morbidity and costs associated with SRE™.

Many recent studies reported a significant superior-
ity of denosumab versus zoledronic acid in delaying
SREs and in pain and health - related quality of life™ 2,
These studies support the early initiation of denosum-
ab when patients present with bone metastases, in-
cluding asymptomatic bone metastases, to delay SREs
and the onset of worse pain or use of strong opioids'.
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A study conducted by 342 centers compared deno-
sumab (120 mg SC) with zoledronicacid (4 mg V) doc-
umented the prevention of SREs in 1,904 men with
bone metastases from mCRPC'. The median time
to first SRE was 20.7 months with denosumab and
17.1 months with zoledronic acid. Bone resorption
markers such as urinary N - telopeptide were found
to be significantly suppressed in the denosumab arm
compared with the zoledronic acid arm (p <0.0001).
The rate and grade of adverse effects was similar be-
tween the two groups. The authors concluded that
denosumab was more effective than zoledronic acid.
Furthermore, patient - level data from three identical-
ly designed, randomized, double - blind, active - con-
trolled, phase Il studies of patients with breast can-
cer, prostate cancer, other solid tumors or multiple
myeloma were combined'. Denosumab was found
to be superior to zoledronic acid in delaying time to
first SRE by a median 8.2 months and in reducing the
risk of a first SRE by 17% (p <0.001).

The use of zoledronic acid has several limitations
and inconveniences: Need for IV access and admin-
istration, monitoring of renal function, dose adjust-
ment, on-study dose withholding and management
of influenza-like syndrome. On the contrary, the afore-
mentioned limitations do not apply to denosumab as
it is administered SC, it has no effect on renal function
and it is not associated with acute phase reactions®.

Other studies showed denosumab is a cost - effec-
tive treatment option for the prevention of SREs in
patients with advanced solid tumors and bone me-
tastases compared to zoledronic acid. The overall
value of denosumab is based on superior efficacy, fa-
vorable safety, and more efficient administration'®2¢,

Lastly, another recent study assessed the cost - ef-
fectiveness of denosumab vs zoledronic acid in bone
- metastatic CRPC including the parameter of, quality
- adjusted life - years (QALYs)*. Denosumab resulted
in fewer estimated SREs (-0.241), more QALYs (0.0074)
and lower SRE - related costs (-$2,340), but higher
drug-related costs ($10,181) and total costs ($7,841)
versus zoledronic acid. The base case estimated cost
per QALY - gained was $1,058,741.

According to eau 2015 guidelines for “nonspecif-
ic” management of mCRPC, calcium and vitamin D
supplementation must be systematically considered
when using either denosumab or bisphosphonates.

Cabozantinib, a Met and VEGF - R2 inhibitor was
recently tested in patients with metastatic CRPC. Im-
pressive preliminary results from a phase Il study that
enrolled 168 patients in 2011 were recently reported,
including notably a partial or complete improvement
in the bone scan in 85% and pain improvement in
60% of the patients?'. Toxicity is as expected for a ty-
rosine kinase inhibitor, including fatigue, hyperten-
sion and palmar - plantar syndrome, and constitutes
a challenge for the original 100 mg/day dose with
respect to further development. A phase I trial was
recently initiated with pain as the primary end - point
and a global phase lll trial with overall survival as the
primary end - point in patients with metastatic CRPC
failing docetaxel and abiraterone is also in the pipe-
line. Cabozantinib shows encouraging clinical activ-
ity in both bone and soft tissue metastatic lesions in
CRPC patients and an overall disease control rate at
week 12 of 74%.

Radium 223

Radium 223 is the first radiopharmaceutical agent
to demonstrate improved survival among patients
with symptomatic bone - metastatic CRPC®*3*°. An a
particle consist of two protons and two neutrons,
a B particle is a high energy electron, while a y ray
is described as ionizing electromagnetic radiation.
Each type of radiation has different advantages and
disadvantages.

Alpha particles have the shortest range of these
particle types, resulting in a dense deposition of en-
ergy close to the origin of the particle emission. Alpha
particles can be stopped by a sheet of paper, elimi-
nating the need for any radiation shielding. Radium
223, as an alpha emitter, administered intravenously
requires no radiation safety precautions such as par-
ticular sleeping arrangements, limited time or speci-
fied distance from children or pregnant women. Giv-
en the excellent safety profile of Radium 223, there is
interest in combination regimens with therapies such
as abiraterone and enzalutamide.

Radium 223 was recently approved by the FDA in
2013 for the management of men with metastatic
castrate resistant prostate cancer. In the ALSYMPCA
phase lll placebo controlled trial 922 men with symp-
tomatic bone - metastatic CRPC were randomized us-
ing a 2:1 ratio to receive six injections every 4 weeks
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of either radium 223 (50 Kbq/kg) or placebo®. Entry
criteria included at least two bone metastases with-
out visceral metastases and either prior docetaxel
treatment or inability to receive docetaxel. The pri-
mary endpoint was overall survival, with second-
ary endpoints of time to first SRE, time to alkaline
phosphatase progression, alkaline - phosphatase re-
sponse, alkaline - phosphatase normalization, time
- to - PSA - progression, safety, and quality - of - life.
Median survival was significantly increased from 11.2
months to 14.0 months with a hazard ratio of 0.695 in
favor of radium 223. In addition, there was significant
improvement in median time to SRE (13.6 months vs
8.4 months), time to alkaline phosphatase progres-
sion, and time to PSA progression (hazard ratio 0.671)
favoring the treatment arm.

Adverse events (AEs) were determined for any man
who received >1 injection in 762 patients. AEs were
observed in 88% of the radium 223 patients and 94%
of placebo - treated patients. Serious AEs were high-
er in the placebo group (43% vs 55%) and treatment
discontinuation due to AEs was higher in the placebo
group (13% vs 20%). Grade 3/4 hematologic toxicities
were comparable between the two arms (neutrope-
nia 3% vs 1%, thrombocytopenia 6% vs 2%, anemia
13% vs 13%). Given, that radium 223 is excreted via
the intestinal system, which can manifest as diarrhea,
nausea or vomiting, careful monitoring of the pa-
tient’s oral intake and fluid status is crucial to prevent
dehydration®3°,

Abiraterone and Enzalutamide

In the first St Gallen Advanced Prostate Cancer Con-
sensus Conference 2015 (APCCC), which reviewed
the areas of controversy in advanced prostate cancer
management, the post - docetaxel use of abiraterone
or both pre - and post - docetaxel use of enzaluta-
mide, showed a significant reduction in the time to
first SRE in the active treatment arms'® %,

Relevant studies demonstrated that abiraterone ac-
etate had a minimal budget impact on health plans.
A relevant advantage was the cost savings due to the
lack of chemotherapy - related side effects as well as
the ease of administration?.

Exploratory analyses of COU - AA - 301 randomized
trial, evaluating the impact of abiraterone on pain
control, and skeletal - related events suggest abi-
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raterone has efficacy in all these settings. In patients
with clinically significant pain at baseline, abiraterone
significantly increased the number of patients re-
porting palliation of pain (45% vs 28.8%; p= 0.0005),
as well as faster palliation (median time to palliation
5.6 months vs 13.7 months; p= 0.0018). Median time
to occurrence of first skeletal - related event (defined
as pathologic fracture, spinal cord compression, or
palliative surgery or radiation to bone) was also sig-
nificantly longer in abiraterone treated patients (25
months versus 20.3 months; p= 0.0001)%,

When should we initiate the bone protective agent?
In a phase lll study, 645 patients with castration sensi-
tive prostate cancer and bone metastases, where ran-
domized with immediate initiation of zoledronic acid
versus zoledronic acid initiation after disease progres-
sion into castration resistant status. In conclusion, in
men with castration - sensitive prostate cancer and
bone metastases, early treatment with zoledronic
acid was not associated with lower risk for SREs™.

There is still not enough evidence for the use of
denosumab for patients with castration sensitive
prostate cancer. Nevertheless, an exploratory analy-
sis in a global, randomized, placebo - controlled trial
of men with high - risk non metastatic CRPC showed
that denosumab increases time to first bone metas-
tasis. Patients with shorter Prostate - Specific Antigen
Doubling Time (PSADT) are at greater risk for bone
metastasis or death. Denosumab consistently im-
proves bone metastases free survival (BMFS) in men
with shorter PSADT and seems to have the greatest
treatment effects in men at high risk for progression.
In these patients denosumab increased BMFS and
time to first bone metastasis. OS and overall prostate
cancer progression were similar between the placebo
and denosumab groups®.

Among men with PSADT <10 months, time to first
bone metastasis was 6.4 months longer in the deno-
sumab group than in the placebo group (324 vs 26
months). Denosumab reduced the risk of first bone
metastasis by 15% (HR, 0.85; 95% Cl, 0.71 to 1.01; P =
0.065). Among men with PSADT <6 months, time to
first bone metastasis was 4.4 months longer in the
denosumab group than in the placebo group (26.5
vs 22.1 months). Denosumab reduced the risk of first
bone metastasis by 20% (HR, 0.80; 95% Cl, 0.65 to
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0.97; p=0.026). Among men with PSADT < 4 months,
time to first bone metastasis was 8 months longer
in the denosumab group than in the placebo group
(26.4 vs 18.5 months). Denosumab reduced the risk of
first bone metastasis by 29% (HR, 0.71; 95% Cl, 0.55 to
0.91; p=0.008)%.

Side - effects of bone protective agents

Most common early onset side - effect (first 3 days)
that has been documented is a flu - like syndrome
which is much more common with zoledronic acid.
Hypocalcaemia, infectious side - effects and jaw ne-
crosis are slightly commoner with denosumab' ™4,
Osteonecrosis of the jaw (ONJ) is a serious adverse
effect of denosumab administration?’. It is a type
of avascular necrosis most commonly affecting the
mandible characterized of exposed, necrotic bone
in the oral cavity for more than 8 weeks. As ONJ is
not widely accepted to be solely avascular necrosis,
direct detrimental effects of denosumab on mono-
cytes and macrophages could provide a novel com-
prehensive understanding of its pathophysiology.
There are data suggesting that macrophages could
well be the central factor in allowing the infection
of the jaw to develop first, followed by the necro-
sis?. Risk factors for ONJ include the use of a den-
tal appliance, history of tooth extraction and less
frequently poor oral hygiene?:. ONJ responds ade-

MepiAnyn

0 kapkivo¢ Tov mpooTaTn amotelei Tov mo ouxvd Slayvw{opevo pn deppatiko kap-

guately to conservative treatment and just a few pa-
tients needed surgical resection. A meta - analysis of
seven randomized controlled studies demonstrated
that the increased risk of ONJ was not statistically
significant between denosumab and bisphospho-
nate treatment?'. Before initiation of denosumab,
patients should have a comprehensive dental ex-
amination. Recently, this recommendation has been
added in the American Society of Clinical Oncology
(ASCO) clinical practice guideline update on the role
of bone - modifying agents in metastatic breast can-
cer®, Appropriate patient selection with close atten-
tion to dental health, supplementation with calcium
and vitamin D are effective strategies to minimize
the impact of adverse events.

Furthermore, the dosage of zoledronic acid must be
based on renal function and is contraindicated when
the creatinine clearance is less than 30ml/min, where-
as denosumab is not excreted by the kidneys and can
be administered even to patients on dialysis™.

The most important grade 3 or higher toxicities
associated with radium 223 were low myelosuppres-
sion (anemia, neutropenia, and thrombocytopenia)
and low gastrointestinal rates (diarrhea, nausea, and
vomiting)®.
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Law of Urination: All humans do not empty
their bladders over the same duration

While parameters such as maximum flow rate, average flow rate,
opening detrusor pressure, show an acceptable accuracy inindi-
cating bladder outlet obstruction and/or detrusor dysfunction,

loannis E. Karyotis
Private Surgery Clinic, Larissa, Greece

other such as flow time are not diagnostic. In this article we dis-
cuss theissue and we theoretically demonstrate why all humans
do not empty their bladders over the same duration.

Karyotis I. Law of Urination: All humans do not empty their bladders over the same duration. Hellenic

Urology 2016, 28 (3): 30-32

Introduction

The Hypotheses/Ideas
Urodynamic investigation is actually a functional assess-
ment of the urinary tract that provides objective patho-
physiological explanations for symptoms and dysfunc-
tions. However, urodynamic evaluation of lower urinary
tract function is not a single and phys-
iological test. In fact it comprises a se-
ries of tests and a notable variability in
reference ranges of normal urodynam-

w
v Key words

This happens because some less studied factors such
as the redox status, gravity, urethral viscosity pressure,
integrity of autonomous nervous system, the opening
diameter of urethra, compression forces of prostate or
urethral strictures, the barycenter of human body (in-
cluding BMI), inertia, etc.

In this article we discuss the issue
and we theoretically demonstrate that
all humans do not empty their blad-
ders over the same duration.

ic parameters exists. This fact is of great _ urf)logy; urine flow;
interest since appropriate treatments inertia; physics; quantum Physics of flow
mechanics

are decided upon urodynamic find-
ings. While parameters such as maxi-
mum flow rate, average flow rate, open-
ing detrusor pressure, show an acceptable accuracy in
indicating bladder outlet obstruction and/or detrusor
dysfunction, other such as flow time are not diagnostic.
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Flow is defined as the quantity of flu-
id (gas, liquid or vapour) that passes
a point per unit time. A simple equa-
tion to represent this is Flow (F)= Quantity (Q) Time (t).
Flow (thermodynamically) is sometimes defined with
the equation as AQ= AH-TAS where H= Enthalpy, S=
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Figure 1: Crystalloid transmission of light in human body at cell level

entropy and T=absolute temperature, or with different
words, the rate of change of mass or volume or chemi-
cal reaction. Due to the number of different fluids that
are given to our patients, flow is obviously an import-
ant area of physics to understand. Flow can be divided
into 2 different types, laminar and turbulent. A number
of different physical characteristics determine whether
a fluid obeys the principles of one or the other.

In laminar flow the molecules of the fluid can be imag-
ined to be moving in numerous “layers” or laminar. Al-
though all the molecules are moving in straight lines
they are not all uniform in their velocity. If the mean ve-
locity of the flow is v, then the molecules at the center
of the tube are moving at approximately 2v (twice the
mean), whilst the molecules at the side of the tube are
almost stationary. Flow is usually considered to be lam-
inar when a fluid flows through a tube and the rate of
flow is low. This is therefore the type of flow we would
expect to see when a fluid floes through a cannula or a
tracheal tube. For flow to occur, there must be a pres-
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Figure 2: Flectromagnetic dipole of human body and the effect
of material gap

sure difference (AP) between the ends of a tube, and it
can be demonstrated that AQis directly proportional to
AP, in other words the greater the pressure difference,
the greater the flow. As fluid flows through tubes there
is resistance, between the fluid and urethral wall that
opposes the flow. For any given system, this resistance
is constant and can be expressed as: Resistance = AP/
AG = R (constant). (This can be compared with V=IR in
electrical physics). Urine Flow can also be Turbulent. Tur-
bulent flow occurs when fluids flow at high velocity, in
large diameter tubes and when the fluids are relatively
dense. Also, decreasing the viscosity of a fluid leads to
turbulent flow. The factors that determine when turbu-
lent flow commences can be combined to form an equa-
tion which calculates the Reynolds number.

Significant statements in male human urination
Driving forces such as gravity, bladder pressure
Compression forces of prostatic urethra
Thermodynamic status of male
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Stress related conditions

Body mass index and the corresponding viscous loss-
es within the urethra

Quantity of urine in the bladder

Reduction of inertia

Anatomic related conditions.

Results

The max urine flow is closed related to process of cell
death.The process of cell death is destructive, self-am-
plification when two basic reasons are present: a) acid
PH, b) decrease of the levels of diatomic oxygen and
¢) decrease of the levels of water (decreased hydroly-
sis) inside the human body. The reasons for the above
mentioned are unknown by scientists. | present in the
following figures the chemical denaturation of a DNA's
helix (Figure 2) in the human cell (based in crystalloid
transmission of quantum packages of light ) (Figure 1).
The final effect is the well-known material gap (or mass
gap) and the correspondent particles are named an-
ti-hyalo-idonia (or anti-quartzonia). These are the well
known black holes, which can be viewed and in the hu-
man body (e.g. after transurethral prostatectomy) with
white light. This effect is due to material gap (or effect
of photonic embracing due to electromagnetic dipole),
which is explained with dianysmatic logism, Euclid ge-
ometry, centroid and barycenter photonic embracing
inside the body. Finally | present an equation regard-

NepiAnyn
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kat deiyvoupe BewpnTikd yiati OAot o1 AvBpwmot dev KEVwVOLV TI¢ KUOTELG TOUG 0TV

i01a d1dpkela.

Law of Urination, p. 30-32

ing the law of male urination (mean max flow) with the
following parameters.

Redox status of human

Gravity

Bladder pressure

Urethra Viscosity pressure

Autonomous nervous system condition

Opening diameter of urethra

Compression forces of prostate or urethral strictures
Barycenter of human body (including BMI).

Starling law of bladder

Inertia

Mean max flow=8AG (+02SD)/v 32 pbladderg™'L

Where, AG = urine Flow (Thermodynamically)
P=bladder presssure
g= gravity
L=total length of urethra

This equation is predicts 95% the velocity of urine
under normal conditions of normal bladder oxygen-
ation (as well prostate and urethra) and PH status. (un-
published data).
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Purpose: Toinvestigate potential fluctuations in PCA 3 scores
in castration-resistant prostate cancer (CRPC) patients treated
with docetaxel and investigate the assay as a potential prog-
nostic factor.

Materials and Methods: This was a prospective observa-
tional cohort study. Inclusion criteria included patients on
hormonal treatment that were recent-

ly diagnosed with CRPC. Exclusion crite- W
ria included patients previously having
radical treatment (surgery or radiother-
apy) and patients who have completed
the first cycle of chemotherapy. All urine
samples were collected and analyzed us-
ing the Progensa® assay (Gen-Probe, San
Diego, CA). Samples were collected before starting chemother-
apy and at 12 months. A prospective database was created in-
cluding routine blood tests, prostate staging and PSA levels

~ Key words
Castration-Resistant Prostate
Cancer (CRPC); PCA 3; Androgen
Deprivation Treatment (ADT);
Prognostic factor; Docetaxel

throughout the study period. The effects of chemotherapy
were also recorded.

Results: Between January 2010 and February 2013, 12 pa-
tients were included in the study out of an initial cohort of
23 patients with CRPC. Mean follow up was 14.8 months.
Mean age at CRPC diagnosis was 73.8 years (+/-3.6 SD).
Mean Gleason score was 8, with PSA
84.23 ng/ml (+/- 158 SD). Mean dura-
tion of androgen deprivation treatment
was 45.16 months (+/-34.9SD). Mean
time to castrate resistant state was
46.58 months (+/- 35.3 SD). All twelve
(n=12,100%) patients had non-assess-
able PCA 3 scores at baseline and at 12
months follow up. As a direct consequence, statistical analy-
sis did not take place as the anticipated change in PCA 3 scores

was not identified and correlation between measurable dif—/
7,
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ferences was not possible. All patients tolerated chemother-
apy and completed the scheduled cycles with no serious ad-
verse effects.

Conclusion: To our knowledge, this is the first prospective
study that demonstrates lack of expression of PCA3 in cas-
tration-resistant prostate cancer, with the result apparent-
ly not influenced by chemotherapy. There appears to be a

Introduction

PCA3 is a segment of non-coding messenger ribonu-
cleic acid (mRNA) from chromosome 9g21-22 and is
over expressed by a median of 66 times in prostate can-
certissue relative to benign tissue’.Itis not detected in
extraprostatic tissues and unlike PSA, it is not affect-
ed by age, prostate volume or other prostatic diseas-
es (e.g. prostatitis) nor affected by PSA*3. At a cutoff
score of 35, PCA 3 has a sensitivity of 64% and specific-
ity of 76% for detecting prostate cancer and presently
is used to help determine the need for repeat prostate
biopsies in men who have had a previous negative bi-
opsy*. Several studies have shown the superiority of
PCA3 score to PSA in predicting biopsy outcome [Roo-
bol et al. 2011]. [de la Taille et al. 201 1], as increasing
scores correspond frequently to a positive biopsy*>©.In
2012, the US Food and Drug Administration approved
PCA 3 as a diagnostic adjunct to aid clinicians in de-
cision-making regarding repeated biopsies’. Further-
more, several studies have investigated the relation
of PCA 3 to tumor volume and aggressiveness, with
mixed results®'°. A pooled analysis of two multi-center
European trials that evaluated the significance of PCA
3 in predicting biopsy and prostatectomy specimen
characteristics by van Poppel et al showed a relation-
ship of higher PCA 3 scores with more significant can-
cers with respect to indolent ones. The authors con-
clude that PCA 3 should be included in the decision
making process for active surveillance'.

Overall, thereis alarge body of evidence to substan-
tiate the integration of PCA 3 in risk stratification mod-
els for prostate cancer diagnosis'?. However, to this day,
very little is known about the usefulness of PCA 3 as a
marker of treatment response and its role in advanced
disease. In this article we present our study of PCA 3 in
a population of patients with advanced prostatic ma-

treated with docetaxel, p. 33-39

strong association between hormonal treatment and lack
of PCA 3 expression. It is still unknown whether disease pro-
gression per se affects PCA 3 scores. The gradual reduction
and eventual complete non expression of PCA 3 with ongo-
ing treatment and disease progression provide an insight to-
wards molecular pathways that may be connected to castra-
tion resistant state.

lignancy, aiming to identify any correlation with dis-
ease progression and treatment response.

Purpose

The primary end point of our study was to investigate
potential fluctuations in PCA 3 scores in patients with
castration-resistant prostate cancer (CRPC) treated
with docetaxel and investigate the assay as a poten-
tial prognostic factor. Secondary outcome measures
included correlation of PCA 3 with laboratory and can-
cer staging parameters in disease progression during
chemotherapy.

Materials and Methods

This was a prospective observational cohort study,
conducted in compliance with all relevant institution-
al, scientific and ethical committee review boards and
local regulatory requirements. Informed consent was
obtained from all patients. Inclusion criteria includ-
ed adult patients diagnosed with locally advanced
or metastatic prostate cancer (T3) who have not had
any treatment other than androgen deprivation ther-
apy (ADT), recently diagnosed with castration-resist-
ant prostate cancer, as defined in Table 1, who were
suitable for chemotherapy with docetaxel. Otherinclu-
sion criteria were ECOG score less than 2 and expect-
ed survival of more than 12 months. Exclusion criteria
included patients previously having radical treatment
(surgery or radiotherapy) and patients who have com-
pleted the first cycle of chemotherapy, as well as pa-
tients with other concomitant malignancy (urological
extraprostatic, skin, liver, lung, gastrointestinal tract,
brain, muskuloskeletal). Patients were recruited from
the existing pool of follow up appointments at our aca-
demic centre. All patients underwent DRE and prostat-
ic massage to obtain urine samples that were collected
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Patients with CRPCassessed for eligibility
(n=23)

Patients meeting entry criteria and included
in the study (n=16)

Completed 12 month follow- up (n=12)

Figure 1. Process of patient selection into the study

Criteria for definition of Castation Resistant
Prostate Cancer (CRPC)

Castrate serum testosterone < 50 ng/ml (1.7 nmol/L) plus either:

Biochemical progression: Three consecutive rises of PSA, 1 week apart,
resulting in two 50% increases over the nadir, with PSA > 2 ng/mL.

or

Radiological progression: The appearance of two or more bone lesions on
bone scan or enlargement of a soft tissue lesion using RECIST (Response
Evaluation Criteria in solid tumours)

and analyzed using the Progensa® assay (Gen-Probe,
San Diego, CA) at baseline (i.e. before starting chemo-
therapy) and at 12 months. PCA 3 scores were calcu-
lated as 1,000 x (PCA 3 m RNA copies/PSA m RNA cop-
ies) and all the samples were processed in the same
accredited laboratory (Genekor SA ©). A PCA 3 score
cut-off of 35 was determined as diagnostically signifi-
cant. Non-assessable or non- informative PCA 3 results
were also considered. Baseline routine blood function
tests and biochemistry, PSA and PSA ratio, prostate vol-
ume (assessed by TRUS), prostate cancer diagnosis and
staging information (initial biopsy PSA and Gleason
score, nodal status and evidence of visceral and bone
metastases), as well as duration of androgen depriva-
tion and side effects of chemotherapy were collected
on presentation and included in a prospective data-
base, that was updated at 12 months follow up.
Docetaxel chemotherapy was administered as the
standard regimen of intravenous 75 mg/m2 three

Did not meet inclusion criteria
(n=17)

Did not complete follow up (n=4)
+  Mortality (n=1)
+  Significant clinical deterioration
(n=3)

weekly along with prednisolone 10 mg/day. Up to
10 cycles of treatment were planned. Dose reduction
was offered to patients with serious neutropenia and/
or sepsis, along with granulocyte colony-stimulating
factor. Adverse effects and additional management
were recorded.

For statistical analysis, a repeated measure ANOVA
test was selected in order to correlate PCA 3 values pre-
and post chemotherapy, and also with variables that
prognosticate disease response to treatment (i.e. post
chemotherapy PSA, extent of visceral and bone metas-
tases and worsening of symptoms). Level of statistical
significance was considered as p< 0.05.

Results

Between January 2010 and February 2013, a total of
23 patients were identified with CRPC. Of those, 16 pa-
tients met the inclusion criteria and were originally in-
cluded in the study. During the initial follow up peri-
od one patient unfortunately passed away and three
more deteriorated significantly and could not continue
on the study. The remainder 12 patients that met the
inclusion criteria completed the initial 12 months and
were followed up until disease progression (Figure 1).
Mean age at CRPC diagnosis and inclusion in the study
was 73.8 years (+/- 3.6 SD). Mean Gleason score at in-
itial diagnosis was 8, with mean PSA 84.23 ng/ml (+/-
158 SD). Androgen deprivation treatment consisted of
LHRH agonist (8 patients Goserelin acetate, 5 patients
Leuprorelin acetate, 3 patients Triptorelin) in combi-
nation with a non-steroidal antiandrogen for the first
four weeks in all patients. Mean duration of androgen
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Results of the major study parameters per patient and mean values

|y | S0 | oo || SSEreanmane
(MONTHS) (MONTHS) (MONTHS)
1 A 47 34 7 T3NOMO 48 33.8 | Notassessable* | Notassessable* | 14.28 17
2 77 30 241 8 TANIM1b 26 691  Notassessable* ' Notassessable * 60 19
3 74 6 5000 9 T3NTM1b 6 482 | Notassessable* | Notassessable* | 1,086 12
4 78 10 5.5 9 TANTMO 9 832 Notassessable* = Notassessable * 58 18
5 75 89 219 8 T3NOMO 87 54 | Notassessable* | Notassessable* 376 18
6 70 91 8.7 8 T3NOMO 89 89  Notassessable* = Notassessable * A 14
7 69 25 41 7 T3NOMO 24 1.84 | Notassessable* ' Notassessable* | 18.96 14
8 72 108 19.1 7 T3NOMO 106 27.09  Notassessable* = Notassessable* = 32.86 16
9 73 24 124 8 T3NOMO 23 19.1 | Notassessable* = Notassessable * 92.4 12
10 80 76 12 8 T3NOMO 74 1233 Notassessable* = Notassessable* = 42.31 12
n 77 15 324 9 T4ANTM1b 14 426 | Notassessable* | Notassessable* = 286.3 12
12 70 38 45 8 T3NOMO 36 98  Notassessable* = Notassessable* 4573 14
Mean 73.8 46.58 84.23 8 - 45.16 230.51 - - 181.98 14.8

* Non assessable: PSA m RNA < 7500 copies/ml.
CRPC: Castration Resistant Prostate Cancer, Dx:Diagnosis

deprivation treatment was 45.16 months (+/- 34.9 SD).
Mean time to castrate resistant state from original di-
agnosis was 46.58 months (+/- 35.3 SD). Mean PSA at
CRPCdiagnosis was 230.51 ng/ml (+/- 296.75 SD), with
free PSA 58.6 ng/ml (+/-90.3 SD) and PSA ratio 0.26 +/-
0, 11 SD. Mean prostate volume as measured by trans-
rectal ultrasound was 40.1 cc (+/- 17.6 SD). Mean ECOG
score was 1. Mean overall follow up was 14.8 months.
Post chemotherapy PSA at 12 months follow up was
181,98 ng/ml +/- 306.2 SD, free PSA 66.55 ng/ml +/-
142.0 SD and PSA ratio 0.34 +/- 0.1 SD. A summary of
the results is provided in Table 2.

All twelve (n=12, 100%) patients had non-assessable
PCA 3 scores at baseline and at 12 months follow up.
Of note, baseline PCA 3 was non assessable due to PSA
m RNA levels below the level of detection in all sixteen
(n=16) patients at baseline. As a direct consequence,
statistical analysis did not take place as the anticipat-
ed changein PCA 3 scores was not identified and corre-

lation between measurable differences was not possi-
ble. Integration of a time-to-event model was also not
possible again because there was no measurable dif-
ference to begin with.

All patients tolerated chemotherapy well for the
first three months, with no adverse effects, and bone
pain improved significantly. In the following cycles,
one patient experienced neutropenic sepsis that was
successfully treated, three patients experienced low-
grade fever, malaise and anorexia, which did not alter
treatment and two patients experienced anorexia,
diarrhea and vomiting. All patients completed
the scheduled treatment cycles with significantly
improved symptoms and no new metastases during
the study follow-up period.

Discussion
Early efforts to identify the influence of medical in-
tervention on PCA 3 scores have produced equivo-
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cal results. In their pilot study, Van Gils et al. investi-
gated the effect of dutasteride on the PCA3 score, to
find a variable and unpredictable response, albeit in
a small, mixed cohort of patients with BPH and local-
ized prostate cancer'.The only other study to date
that investigates the prospective role of PCA 3 as a
prognostic marker for advanced disease and treat-
ment response is the Triptocare study. It consists of
a prospective, open-label, multicentre, single arm
phase 3 study of triptorelin 22.5 mg in men with local-
ly advanced and/or metastatic disease who were pre-
viously naive to ADT and results were recently pub-
lished'. The study assessed PCA 3 and TMPRSSG-ERG
scores at baseline and after 1, 2 and 6 months of treat-
ment with triptorelin. In a population of 322 patients,
39 (12.1%) had non-assessable PCA3 at baseline. The
frequency of non-assessable PCA 3 increased with
time on androgen deprivation, namely 109 patients
at 1 month (33.9%), 215 patients (68.7%) at 3 months
and 232 patients (77.9%) at 6 months of treatment. Of
great interest is the finding of the proportion of hor-
mone naive individuals who never expressed PCA 3
at baseline (n=39, 12.1%). This subgroup was not in-
vestigated further, however, as it was not part of the
initial objective. As the majority of these patients had
a Gleason score of equal or greater than 8, the pau-
city of PCA 3 detection could be attributed to higher
grade and/or more advanced disease. In their assess-
ment of PCA 3 expression in radical prostatectomy
specimens, Robert et al. have demonstrated lower
PCA 3 scores in high grade cancers'. Furthermore,
high Gleason score at baseline was the only factor
significantly correlated to non-assessability of PCA 3
at 6 months in the Triptocare study’. On the other
hand, the investigators also point out that in the re-
mainder of the study group, lower PCA 3 scores ex-
pression correlated significantly with higher baseline
PSA values (> 200 ng/ml). This is somewhat contradic-
tory, as it was shown in the early research by Partin et
that patients with advanced disease and higher grade
and volume tumors are more likely to produce less
PSA per gram tissue as a consequence of decreased
differentiation’s.

The disruption of prostatic architecture in higher
grade tumors has also been postulated as explanation
for low PCA 3 scores. The loss of glandular pattern in
higher Gleason score cancer leads to obliteration of the

ducts and lumen, making it difficult to express prostat-
iccellsinthe urinein order to achieve a measurable re-
sult”. Histopathologic changes in hormonally treated
prostate cancer cells are mainly characterized by cel-
lular shrinkage with little cytoplasm, that translates to
glandular shrinkage and an overall reduction in size.
DRE in these patients often reveals a small, hard pros-
tate. However, this hypothesis is contradicted by the
fact that, although PCA 3 was not assessable, prostate
cells were identified in the urine of all patients in our
study, suggesting a molecular rather than a mechani-
cal mechanism.

According to our findings, another possible mech-
anism would be an ablative effect of androgen depri-
vation to PCA 3 expression, something also shown in
the Triptocare study. Continuation of ADT in CRPC pa-
tients throughout the chemotherapeutic period con-
stitutes common practice and probably relates better
to our results than any effect of docetaxel treatment.
In our study, PCA 3 was non assessable both at base-
line and at 12 months follow up after the completion
of chemotherapy. Based on the above findings, fur-
ther research is required to answer the questions of
the true nature of PCA 3 m RNA in prostate cancer mo-
lecular pathogenesis pathways and its expression dur-
ing the various stages of progression. The Triptocare in-
vestigators point out in addition that hormone naive
patients with metastases produced significantly low-
er PCA 3 scores than men without metastases'. In our
study of exclusively metastatic patients, non-assessa-
ble PCA 3 was the rule, which substantiates further the
hypothesis of declining PCA 3 expression with ADT and
advancing disease.

In both studies, PCA 3 failed to prove as a marker for
disease prognostication and treatment response. Nev-
ertheless, paucity of PCA 3 expression with ADT has
never been demonstrated previously and this discov-
ery may have yet to reveal its full potential. In retro-
spect, the evident gradual decrease in PCA 3 detection
with ongoing ADT and the eventual complete non-as-
sessability demonstrated in our cohort appear to be se-
quential events. The EFFECT trial is another prospective
open label single arm multicentre trial thatis currently
ongoing and investigates the effect of leuprorelin ace-
tate at 6 months on PSA, PCA 3 and TMPRSS2-ERG-mR-
NA amongst other markers. In our cohort, 8 patients
received Goserelin acetate, 5 patients Leuprorelin ac-

37
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etate, 3 patients Triptorelin previously and continued
throughout chemotherapy. The trial aims to recruit
50 patients and compare testosterone and PSA with
the newer biomarkers to provide more evidence and
much needed answers in the field of advanced pros-
tatic malignancy.

Conclusion

To our knowledge, this is the first prospective study
that demonstrates lack of expression of PCA3 in castra-
tion-resistant prostate cancer, with the result apparent-
ly not influenced by chemotherapy. There appears to
be a strong association between hormonal treatment
and lack of PCA 3 expression, probably by means of an
ablative effect to gene expression. Although prelimi-
nary evidence from other studies supports this theo-
ry, it is still unknown whether disease progression per
se affects PCA 3 scores. The ongoing EFFECT trial will

MepiAnyn

0 mpwtapy1kd¢ okomo¢ T peAétng firav n avelpeon diaku-
Hdvoewv Tou abpoiopatog Tou PCA 3 o€ aoBeveig pe mpoyw-
PNHEVN VOO0 TTOU PONIC PETEMEDQY OE OPUOVOAVTOXT) KAl UTTE-
BAqBnoav o€ aywyn pe doattaéén (docetaxel) kat n mbavr
TPoyvwoTIKK onpacia. OAot ot acBeveic

umeAiOnoav o€ daktuhiki eGétaon kat

treated with docetaxel, p. 33-39

add to the existing evidence. The gradual reduction
and eventual complete non expression of PCA 3 with
ongoing treatment and disease progression provide an
insight towards molecular pathways that may be con-
nected to events leading to castration resistant state.
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To ouvold Twv acBevav (n=12, 100%) mapouciace pn avi-
xvevonpo dBpotopa PCA 3, 1600 otV apyr 600 Kai 0To T¢-
Ao¢ ¢ perétng. To xnueloBepameutiko BepamevTikd oxn-
Ha éywve Kahd avekto amé T mieoyngia Twv acBevwv katd

T0 IPWTO TPiUNVO, XWPIC TV ERPAvion
avemOOUNTWV mapevepyelv Kat pe Bel-

MpooTatikr pdMaén wotevayivetouMo- @ Neeg Tiwon Tou 0oTikoD AAyoug o€ aoBeveic pe
&N deiypatoc ovpwv katdAAnAo yia eme- EUPETNPIAGHOY HETAOTAOEIC.

&epyaoia kat avalvon emmédwy PCA 3 pe £UVOUY0AVTOX0G H pehétn pag amotehei T mpwyt Kat
™ xpron tou avtidpaotnpiov Progensa kapkivog ppootam Hovadiki avagopd 6TV avelpeon Kai o
assay OUPQWVA E TIC TPOSIaYPAPEC TNG (CRPC), PCA 3, B¢paneia pOo tou PCA 3 o€ aoBevei pe oppovod-

kataokevaotplag etatpeiag (Gen-Probe,
San Diego, CA, USA) katd tnv évtaén otn
HeNETN Kat petd amd mapodo 12 unvav
umo xnpeloBepameia. LuvtdyTnke £T01 pia
mpoonTiki Bdon dedopévwy mov oupmepl-
Mdppave to €ido¢ kai T didpkela Bepameiac opuovoamokAel-
00U KaBwg Kat Tig mapevépyeleg Twv BepameuTiKwy oxnua-
TV KaB'6An T S1dpKela TG LeENETNG.

oppovoarmokAelopou (ADT),
MPOYVWOTKOG mapdyovTag,
doottagéin

VTOX0 KAPKIVO TOU IpooTATH, Kat HETd amd
Xnuetobepaneia. Gaivetat va umapyel pia
kaAi ouoxétion petah g un avixveuong
aBpoiopatog PCA 3 kai oppovoBepaneia,
mbave¢ péaw pag poptakiic odol mov emi-
QEPEL AVAOTOA EKPPAONG TOV avTioTotyou yovidiov. Eppeoa,
évatétolo e0pnpa Ba pmopouloe va xpnatpomoinBei yia tov vw-
piTEPO EVTOMONO A0BEVWV IOU EUMITTTOVY OE OPHOVOAVTOXT).
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Objective: To describe our initial experience with laparoscop- ~ tomy) was converted to open surgery. In twelve patients his-
icrenal surgery (LRS) and to evaluate the efficacy and the safe-  tological examination revealed renal cell carcinoma (pT1-T2b),
ty of the procedures. no functional kidneys in four patients and in T1G3-T3G3 dis-
Methods: A retrospective review of our records revealed 19 ease in three patients. No major perioperative or postoperative
patients (16 for nephrectomy and 3 for nephroureterectomy)  complications were noticed. The mean (range) operative dura-

who underwent LRS in our institution tion was 169 (128-247) minutes while the
during the last 2 years. Transperitoneal ¢ mean intraoperative blood loss was 136
approach was preferred using 3 tro- / Key words (70-350) ml. The average hospital stay

cars. Ages, gender, indications for sur-
gery, operative time, conversion rates,
blood loss, intraoperative and post-

was 3.6 days while the mean follow up is
14 (2-21) months.
Conclusions: LRS may be currently con-

laparoscopic nephrectomy;
radical nephrectomy;

operative complications were analyz- LA L) sidered safe and effective procedure as-
ed and evaluated. Histological results sociated with minimal morbidity. Due to
and outpatient follow-up were also recorded. faster recovery and improved cosmetic results, the laparoscopic

Results: 11 patients were male and 8 patients female with  approach has become the standard approach for the treatment
median age of 64.5 (42-75). One procedure (nephroureterec-  of upper urinary tract diseases in our institution.
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Introduction

First described from Clayman et al in 1991, laparo-
scopic nephrectomy (LN) raised tremendous interest
as a new surgical approach for kidney diseases while
the procedure has gained worldwide acceptance and
popularity. Back in 1998, Rassweiler et al reported
that in Germany, only 8% of the laparoscopic proce-
dures were performed for malignancy?. Since then,
the indications have been extended from simple
nephrectomy for benign disease to radical nephrec-
tomy and nepfroureterectomy due to malignancy.
Laparoscopic renal surgery (LRS) has proven to be
oncologically safe even to open nephrectomy?-3, pro-
viding simultaneously significant benefits in terms of
blood loss, postoperative pain, cosmetic results and
faster recovery time®-°. Considering that over the past
decade technical developments have improved vari-
ous aspects of the procedure, nowadays most of the
urologic procedures especially for malignancy have
been performed laparoscopicaly and this can be con-
firmed by the increasing number of articles published
worldwide.

The aim of this study is to present our initial expe-
rience and patients’ outcome after nineteen laparo-
scopic procedures in our clinic during the last twenty
months.

Materials and methods

We performed a retrospectively review of our medi-
cal records, between January 2014 and October 2015
seeking for patients who underwent laparoscopic
procedures for diseases of the upper urinary tract ei-
ther benign or malignant.

Exclusion criteria were patients with tumors great-
er than cT2a stage, and presence of renal abscess or
severe perinephric inflammation. Patients eligible for
partial nephrectomy (with tumors < 4 cm) underwent
open partial nephrectomy. Furthermore, lymphad-
enectomy was not carried out as a routine hence; pa-
tients with lymph node enlargement were excluded
from the study. In order to determine the tumor size
the renal vasculature all patients underwent contrast
enhanced computed tomography and digital elec-
tive angiography at the same time.

Nineteen patients that underwent laparoscop-
ic procedures for upper urinary tract diseases were
identified. The first seventeen procedures were per-

formed by one surgeon (K.S.), while the latter two
from another (Z.CH.). Subjects were informed before
the procedure about the possible complications and
they signed an inform consent. All the procedures
were performed under general anesthesia without
regional anesthesia. Postoperative pain was treated
with oral painkillers. Patients were placed in flank po-
sition, without modifications on the operating table
and transperitoneal approach was followed using
three trocars. Using the Hasson technique, the first
trocar (10mm) was placed lateral to the umbilicus,
while the second (Versaport plus RPF 5 - 10 - 15mm)
and the third (5mm) working trocars were placed un-
der direct visualization lateral to the rectus muscle
at the level of umbilicus (near to the iliac crest) and
below the costal margin in the midclavicular line re-
spectively'®. For the ligation of the big renal vessels
Hem - o - lock clips were used, while colon mobiliza-
tion, laparoscopic dissection and hemostasis were ac-
complished using Harmonic energy. Specimens were
removed intact and entrapped in a non - permeable
self opening bag (Endocatch 15mm), through an in-
cision in the left or right lower abdominal quadrant.
We determined the time of the procedure from the
first incision until the exit of the surgical preparation.

Results

Between January 2014 and October 2015 nineteen
laparoscopic procedures for upper urinary tract dis-
eases were performed in our clinic. Among the nine-
teen cases sixteen patients underwent LN, four due
to non functional kidneys and twelve due to renal
tumor, and three patients underwent laparoscopic
nephroureterectomy (LNU), due to tumor in the renal
pelvis or the ureter. Table 1 shows patients and tu-
mor characteristics.

One LNU was converted to open procedure be-
cause of the poor progression of the laparoscopic
procedure. In the other two nephroureterectomies,
bladder cuff excision was accomplished in the first
one extravesically with a Gibson incision because
the tumor was in the ureter, while in the other one,
a transurethral resection of the orifice and intramural
ureteral was performed prior to the LNU.

There were no major postoperative complications
and no perioperative or postoperative mortality. In
the fourth case we tried to use a vascular stapler
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Patients and tumor characteristics

Number of pts 16 3
GENDER
Male 1
Female 5 3
Age (years) 61 64
TUMOR LATERALITY
. 4 1
Right 0 5
Left
Tumor stage
Tib 4 2xT1G3
T2a 5 (pelvis)
T2b 3 T1 @3 (ureter)

but this was malfunctioning thus we used again
Hem - o - lock clips. There are no absorbable, sin-
gle loads, multiple use clips and we found that are
a cheap solution easy to use. In patients with renal
tumors surgical margins were negative. The mean
(range) operative duration was 169 (128 - 247) min-
utes while the mean intraoperative blood loss was
136 (70 - 350) ml. No patient required blood trans-
fusion postoperatively and no wound related com-
plications were recorded in any patient. The average
hospital stay was 3.6 days while the mean follow up
is 14 (2-21) months.

Discussion
For several years the standards of care for the treat-
ment of renal tumors was open nephrectomy or
open nepfhroureterectomy. Since the first report of
the laparoscopic nephrectomy’, renal surgery has
undergone significant changes over the past fifteen
years. Solid evidence, supporting oncological effica-
cy comparable to open procedures, is available now-
adays and the laparoscopic approach has become,
gradually, the standard of care in upper urinary tract
diseases'" 2. Considering that the number of publish-
ing papers worldwide for laparoscopic procedures is
enormous, seems that during the last decade laparo-
scopic renal surgery has become the most frequent
procedure performed by urologists.

Laparoscopic procedures especially LN can be per-

formed by the transperitoneal or retroperitoneal ap-
proach'. Both methods gained popularity and they
have advantages and disadvantages. In our clinic we
started with transperitoneal approach and we are still
continuing because we believe that we have the pos-
sibility to perform more maneuvers or to use more
trocars if that is needed. Considering that no studies
have shown clear advantage of one approach over
the other, we strongly believe that it depends from
the surgeon what approach is going to use and this
is advantageous for the surgeon and the patient. In
addition, the safety of LNU has been demonstrated
and many retrospective studies reported that open
and laparoscopic access has equivalent efficacy inT1 -
T2/NO tumours™ ", Unfortunately, because urothelial
carcinomas of the upper urinary tract are rare, there is
lack of prospective trials and to the best of our knowl-
edge only one prospective randomized study has
shown that LNU is not inferior to open for non - inva-
sive upper tract urothelial carcinoma’,

Furthermore, there is no consensus as to the opti-
mal technique to excise bladder cuff and several tech-
niques for bladder cuff excision are acceptable'. One
of the most utilized approaches is the open method
which allows to the surgeon to control the distal ure-
ter and bladder cuff. We used this method for a pa-
tient with a tumor in distal ureter and we believe that
the disadvantage of this method is the time consum-
ing while the advantage is that the same Gibson inci-
sion is used for simultaneous intact extraction of the
en - bloc specimen. Furthermore, because the ureter
is clipped at the beginning of the procedure we min-
imizing the risk of tumor spillage. On the other hand,
we used transurethral resection of the bladder cuff in
a patient with tumor located in the renal pelvis. We
found this method easy, save and bloodless. Abou El
Fettouh et al., in a large multicenter American and Eu-
ropean study, reported that the local recurrence rates
and the development of metastases depended on
pathologic tumor stage and was irrespective of blad-
der cuff approach’.

In the present study, we evaluated the outcome of
our first cases of laparoscopic renal surgery. One of the
limitations is that the study extended in a short time
of period while the distribution of cases was somehow
uneven. At the beginning of our series we performed
LN only for benign diseases and gradually more dif-
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ficult cases such LNU were performed. This probably
might be explained from the progression of our expe-
rience. Hence nowadays, the laparoscopic approach
for LN or LNU is routinely discussed with all patients’
regardless obesity and previous abdominal or renal
operations excluding those having tumors larger than
10 cm, severe renal inflammatory disease and tumor
thrombi in renal vein. Furthermore, all the laparoscop-
ic procedures were initially entirely performed by one
surgeon with previous laparoscopic training, whereas
in our later patients, another surgeon with no previous
laparoscopic experience was able to perform the pro-
cedure as a part of a teaching program.

No major postoperative complications were ob-
served in our patients. Considering that most of the
patients undergoing open surgery develop late com-
plications due to incision (paresthesias, hernia in scar,
bulging related to abdominal wall weakness)', we
strongly believe that one of the main advantages of
the laparoscopic approach is to avoid these late com-
plications. One of the main problems during the lap-

MepiAnyn

Ikomag: Na meptypdpoupie TV apxIKn pag epmelpia kat va aglohoyrioovpe Ty amo-
TENEOPATIKOTNTA KL TNV a0@ANEL TG AATAPOGKOMIKIG VEQPEKTOUNC. &
MéBodoc: Avadpopikr pehétn Twv apyeinv pag amekdhuye 19 aoBeveic (16 pe veppe-
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on otnv KAVIKR pag katd ) 1dpkela twv teevtaiwv 2 eTwv. H dlamepitovaikr mpo-
onéhaon mpotiprBnke xpnotpomotwvtag 3 Tpokap. H nhikia, to @Uo, ot evoei€eiq yia
v enéppaon, o XEIPOUPYIKOC XpOVOC, T TOCOOTA HETATPOTRG, N amwAEL aipaTog,
o1 SleyXEIPNTIKES Kat peTeyxelpnTikéc emmhokég avahoBnkav kat agtoloyrbnkav. Ta

aroscopic procedures is the operative time. In our se-
ries the operative time was constantly decreased not
similar to the operating time required for open proce-
dure but quite enough to encourage us to continue.
The significant shortening in operating time was due
to our progression on the learning curve and to the
standardization of the procedure.

In conclusion, despite our small number of pa-
tients we believe that laparoscopic procedures are
the present and at the moment the future in urol-
ogy. Nowadays, with the existing data in the litera-
ture we strongly believe that especially LN can be
considered as a routine procedure associated with
minimal morbidity and significant advantages for
the patient. Short hospitalization and equivalent
ontological outcomes makes the laparoscopic ap-
proach the standard approach for nephrectomy at
our institution.
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Purpose: Population ageing s directly associated with theoc- 100 caregivers of elderly patients who had urinary inconti-
currence of diseases related to old age, such as urinary incon-  nence effectively treated with medication, and group Il of
tinence. This does not only aggravate the quality of life of el- 100 caregivers of elderly patients with severe untreated in-

derly patients, but is also an important continence. The survey used the Zarit
element that affects the mental health W y questionnaire.

and quality of life of their caregivers. The Key words Results: In groups | and |1, about half
purpose of the study is to assess the de- ageing; urinary incontinence; of the sample experienced a “moder-
gree of burden experienced by caregiv- caregivers; burden; Zarit ate to severe burden”. In group lll, the
ers of elderly patients with incontinence questionnaire majority of caregivers experienced a
in a Greek community of the prefecture severe burden (37%). The mean val-
of Magnesia. ues of the total degree of burden dif-

Methodology: During the period 02/2013-04/2014, wese-  fer significantly among the three groups (p = 0.024).
lected 300 caregivers, who were divided into three groups.  Conclusion: The study highlighted the need for psychoso-
Group | consisted of 100 caregivers of elderly patients with  cial and financial support for caregivers of patients with in-
various diseases besides urinary incontinence, Group Il of  continence, to reduce the burden they experience.
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Introduction

Population ageing is directly associated with the in-
creased occurrence of diseases related to old age, such
as Alzheimer’s dementia, urinary incontinence etc. This
creates increased health and social care needs, which
are more difficult to serve due to the simultaneous re-
duction in the number of younger people who could
care for dependent elderly.

Urinary incontinence is a common condition in men
and women of all ages'2. The prevalence of the disease
ranges from 10 to 30% in the general population, while,
in the elderly, it reaches 70%?3. Urinary incontinence not
only aggravates the quality of life of elderly patients liv-
ing in the community, but is also an important element
that affects the mental health and quality of life of their
caregivers.

Providing care for the elderly is a process that en-
tails an extensive physical, mental, emotional, financial
and social burden for caregivers*>%’. The assessment of
the multiple effects of this burden is very important, as
there are differences in gender, social status, psycholog-
ical characteristics and intensity of care. As the effects of
assuming the role of caregiver on physical and mental
health are very important and as caregivers constitute
an invaluable yet hidden social asset, research regard-
ing the prevention of the burden on caregivers became
a top priority for researchers of many disciplines, as
well as for policy-makers in the field of health in many
countries®®.

Elderly people with incontinence require time-con-
suming care and, depending to the severity of the con-
dition and the coexistence of other diseases, often re-
quire changes in family structure'®'. The issue of family
caregivers has not been extensively discussed in Greece,
because in the past there was a widespread belief that
families have not only an obligation but also the capac-
ity to provide traditional informal care to their elderly
members. Caring for these peopleis not only a valuable
contribution to the family’s finances but extends to the
entire society and the state. However, the uninterrupt-
ed provision of care is an extremely exhausting process,
which leads to increased psychiatric morbidity (depres-
sion), a loss of self of the caregiver, social isolation and
the limitation of their personal relationships'. Finally,
the high levels of burden observed among caregivers
soon make them ineffective in their work, expediting
the transfer of their patients to long-term care institu-

with urinary incontinence, p. 45-54

tions, with socially and financially detrimental effects’.

The international experience on the subject of this pa-
per is limited. There are some notable studies, most of
which concern the last decade'##1316171861920 These stud-
ies highlight the issue of incontinence as a significant ele-
ment of burden for caregivers, especially when combined
with other old-age conditions, such as dementia. They
show that as the needs of patients increase because of
incontinence, so do the demands for their care. This leads
toafurther burden for caregivers and increases the prob-
ability of confining the elderly in care homes.

The purpose of this study is to assess the burden on
the mental health and quality of life of caregivers of el-
derly patients with urinary incontinence, living in the
prefecture of Magnesia. This is a qualitative, cross-sec-
tional, analytical study, which shows the current situa-
tion for the population of caregivers during the period
in which it was conducted.

Methodology

Study population

The study lasted from February 2013 to April 2014. We
selected 300 caregivers and their patients from the re-
cords of a private general clinic with a neurological de-
partment and a private recovery and rehabilitation cen-
tre. Elderly people constituted a convenience sample,
meaning that access to their homes and communica-
tion were easy. The survey was conducted in urban and
rural areas of the prefecture of Magnesia.

The control population (group I) comprised one hun-
dred caregivers of elderly patients with various condi-
tions (strokes, Parkinson’s disease, post-operative re-
covery after major surgery, dementia, etc.) who did not
present urinary incontinence. Group Il comprised one
hundred caregivers of elderly patients who presented
urinary incontinence, in addition to the above condi-
tions. In this group, given that they were treated with an-
ticholinergics (solifenacin, oxybutynin, tolterodine), the
elderly presented limited urine leakage (drops) or only
an urgent need to urinate, which did not necessitate
the use of aids such as diapers. An urgent need to uri-
nate is the feeling that it is difficult to put off urination,
which requires instantly finding a toilet to avoid the
loss of urine. Finally, group Ill evaluated the caregivers
of another one hundred elderly patients with severe
incontinence that could not be treated or where there
was no intention for its treatment, in which case the
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The questions for each factor of the Burden Scale
FACTOR1 FACTOR 2 FACTOR 3 FACTOR 4
Personal intensity Intensity of role Deprivation of relationships Management of care
Questions Questions Questions Questions

8. Do you feel that your relative is dependent
on you?

9. Do you feel stress when you are with your
relative?

10. Do you feel that your health suffers because
of your involvement with your relative?

14. Do you feel that your relative seems to ex-
pect you to care for him/her as if you were the
only person on which he/she could rely?

15. Do you feel that, in addition to your requ-
lar expenses, you do not have enough money
to take care of your relative?

16. Do you feel that you are unable to continue
caring for your relative?

17. Do you feel that you have lost control of
your personal life since your relative fell ill?

1. Do you feel that your relative asks for
more help than he/she needs?

4.Doyou feel embarrassed by your rela-
tive’s behaviour?

5. Do you feel angry when you are with
your relative?

6. Do you feel that your relative cur-
rently affects your relationships with
other family members or with friends
negatively?

7. Areyou afraid of what the future holds
for your relative?

13. Do you feel uncomfortable having
your friends around because of your
relative?

19. Do you feel uncertain about what
you should be doing for your relative?

2.Doyou believe that, because you spend
alot of time with your relative, you do not
have enough time for yourself?

3. Doyou feel pressure to choose between
the care you provide to your relative and
your efforts to meet other responsibilities
regarding your family or work?

11. Do you feel that you do not have as
much of a personal life as you would like
because of your relative?

12. Do you feel that your social life suffers
because you are caring for your relative?

20. Do you feel that you
should be doing more for
your relative?

21. Do you feel that you
could manage the care of
your relative better?

18. Do you simply wish that you could just leave
the care of your relative to someone else?

22.Ingeneral, how often do you feel burdened
by caring for your relative?

use of diapers or even external catheters was necessary.

The study conducted appropriate sampling with a
non-random convenience sample?'. Specifically, the first
group filled in 65 questionnaires from urban areas (Vo-
los, Almyros, Nea Anchialos) and 35 questionnaires from
rural areas of the prefecture of Magnesia, the second
group 69 questionnaires from urban areas and 31 from
rural areas and the third group 51 and 49 questionnaires
respectively. In group |, we initially approached 137 car-
egivers by telephone to inform them and obtain a pre-
liminary oral consent for their inclusion in the study, in
group 1 149 and in group Il 140. The caregivers'rates of
reluctance to participate were similar in all three groups.

Research tools

Our basic research tool was the Zarit Burden Scale (BS)
(Zarit Burden Interview, ZBI), which was first published
in 1984 in the US? It is a brief, valid and reliable meth-

od for assessing the burden experienced by those car-
ing for a family member suffering from dementia. It is
widely used in American and European countries to as-
sess the burden experienced by caregivers of elderly pa-
tients suffering from conditions other than dementia,
for which it was initially proposed.

In this study, we used the BS because it has been trans-
lated into Greek, the tool has been psychometrically
tested and its validity has been verified. The translation
and adaptation may change the internal structure, and
thus the reliability and validity of the revised tool should
be ensured. We requested and received permission to
use the Greek version of the BS from the scholars who
translated and certified the Zarit questionnaire in Greek.

The BS consists of 22 questions and was designed to
assess the feelings of people who care for elderly peo-
ple with dementia (Table 1). The rating is as follows: 0=
never, 1= rarely, 2= sometimes, 3= fairly often and 4=
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Demographic characteristics of caregivers (number and percentage)

| GROUP I | GROUP I | GROUPI
Sex
Male 24 17 15
Female 76 83 85
Age
29-40 10 12 9
41-51 29 27 28
51-61 29 34 40
62-88 32 27 23
Marital status
Single 20 18 15
Married 69 73 77
Divorced N 9 8
Educational level
Basic studies 27 31 35
Secondary education 53 54 57
Tertiary education 20 15 8
Occupation
Home-maker, unemployed 32 35 39
Dim. Employee 19 15 n
Pr.Employee 17 16 14
Freelancer 10 9 8
Retired 22 25 28
Relationship to patient
Spouse 26 25 21
Child 49 45 45
Brother/Sister 2 1 1
Other 23 29 33
Accommodation
Inthe same house 55 61 73
Ina nearby house 31 17 7
In the same city 14 22 20
Information about incontinence
None - 37 45
Limited knowledge - 47 51
Extensive knowledge - 16 4
Months of care
6-12 19 17 16
13-24 40 2 4
25-36 13 14 15
37-48 10 9 8

48-120 18 18 19
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Distribution of the individual scales and the overall burden scale in group |

_ Mean Value
(standard deviation)

(Pgr;z;lal Intensity 20.28(7.8)

I(gt_ezr;;;ity of role 12.84(5.6)

Deprivation of relationships (0-16) 9.74(4.0)

l(\gz_ig)agement of care 3.89(1.7)

Total burden scale 46.75(16.1)

(0-88)

Median
(25th -75th percentile)

20.51(13.7-27.7)

13.23(8.8-17.4)

9.91(6.8-13.2)

4.06(2.2-5.4)

47.48 (31.5-60.4)

Distribution of the individual scales and the overall burden scale in group Il

Median

_ Mean Value
(standard deviation)

(Pgr;z;lal Intensity 21.26(7.6)

I(gt_ezr;;;ity ofrole 13.87(5.2)

Deprivation of relationships (0-16) 10.4(7)

l(\gz_ag)agement of care 412(1.5)

Total burden scale 49.49 (17.1)

(0-88)

almost always (5-point Likert scale). Higher scores are
indicative of a greater burden on the caregiver, with a
maximum of 88.

According to Papastavrou et al. 2006%, the factor
analysis of the 22 questions of the BS (with the Princi-
pal Components method with Varimax rotation), pro-
vided 4 factors (which correspond to four sub-scales of
caregiver burden).

For the statistical analysis, we used the SPSS statistical
package (Statistical Package for Social Sciences v. 16.0,
Chicago, lllinois, USA).

Results

All individuals participating in the study (n=300) were
divided into three (3) groups consisting of 100 caregiv-
ers each. We selected to include 100 caregivers in each
group because each subgroup resulting from the anal-

(25th -75th percentile)

21.52(14.9-28.9)

14.14(9.6-18.5)

10.57(7.6-13.7)
4.43(2.8-5.7)

50.89 (34.2-63.1)

ysis of the results automatically equates to % percentag-
es of the original group. Table 2 shows the demograph-
ic characteristics of the sample of 100 caregiversin each
study group.

The majority of caregivers were women (76% - 85%)
with a mean age of 53 (groups | and Il) and 55 years
(group ). The mean age of men was 52 years (group
I) and 53 years (groups Il and lll). The age difference be-
tween sexes was not statistically significant (p=0.067).
The mean age of the sample was 53.1 years (standard
deviation 9.1 years). The majority of caregivers in the
sample were married (69%, 73% and 77% respectively
in the three groups).

In all groups, the percentage of home-makers, unem-
ployed and pensioners was above 50%, which shows
that care requires several hours of work. Most caregivers
were children of the patients. In the third group, the co-
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Distribution of the individual scales and the overall burden scale in group Il

_ Mean Value
(standard deviation)

I(>g_r;g;1al Intensity 23.2(8.1)

I(gfzgity of role 15.61(5.5)

Deprivation of relationships (0-16) 1.033.9)

%\;—ag)agement of care 4.44(1.6)

Total burden scale 54.28(16.1)

(0-88)

habitation percentages with the elderly show a statisti-
cally significant difference (p=0.078), which underlines
the severity of these cases. The mean length of patient
care was 38 months (standard deviation 19.8 months)
with a median of 3.1 years of care. As regards the length
of care, no statistically significant difference is observed
among the three groups.

As regards education, the results show that, in group
I1l, less educated people are employed as caregivers, as
those with more skills can choose better posts. Thisis in
line with the level of knowledge caregivers have about
urinary incontinence. The paradox is that those dealing
with the most severe cases have the least information
about managing the problem and the possible available
solutions. The reported sources of information included
watching medical programs on TV, the presence of rel-
atives or friends with similar problems and magazines.

Table 3 shows the distribution of the individual scales
and of the overall caregiver burden scale for group |, Ta-
ble 4 for group lland Table 5 for group lll. The mean and
median ranged around the middle of the relevant scale,
indicating an average burden. In group |, the mean to-
tal burden score was 46.75 (standard deviation 16.1) and
75th percentile with a value of 60.4, with a maximum
of 88. The reliability of the burden scale was excellent
(Cronbach’s alpha=0.91).

The mean and median for caregiver group Il ranged
around the middle of the relevant scale, indicating an av-
erage burden (Table 3). The mean total burden score was
49.49 (standard deviation 17.1) and 75th percentile with
a value of 63.1, with a maximum of 88.The reliability of
the burden scale was excellent (Cronbach’s alpha=0.87).

ELIEN]
(25th -75th percentile)

23.72(15.8-30.1)

15.94(10.3-20.8)

11.37(7.6-14.2)
4.71(3.2-6.0)

55.29(40.2-68.1)

In group lll, the mean total burden score was 54.28
(standard deviation 16.1) and 75th percentile with a val-
ue of 68.1, with a maximum of 88 (Table 4). It is clear that
the third group shows the highest burden rates in rela-
tion to the other two groups. The reliability of the bur-
den scale was excellent (Cronbach’s alpha= 0.84).

In group |, there is no study on the knowledge of car-
egivers about incontinence, as this group includes car-
egivers who take care of elderly with general health
problems but without incontinence. Their knowledge
on the subject does not affect the level of burden. Wom-
en caregivers aged over 50, the married, unemployed,
pensioners, caregivers with a low level of education and
those living in the same house with the elderly patient
present a greater burden. The only statistically signifi-
cant difference concerns the length of care (p=0.032),
where those who have acted as caregivers for over 2
years have a greater burden.

In group ll, the findings are similar to those for group I.
The only difference is observed in the occupation of the
caregiver and on information about incontinence. Car-
egivers who are employed have significantly lower bur-
den rates than those who do not work or are home-mak-
ers (p=0.065) in percentages that tend to be statistically
significant. Finally, caregivers who have knowledge on
the therapeutic approach to incontinence present low
burden rates as they are better able to manage the prob-
lems of the elderly (p=0.053).

In Table 6, amongst the caregivers in group lll, car-
egivers who are employed show statistically significant
lower burden rates than those who do not work or are
home-makers (p=0.034). Caregivers with tertiary edu-
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Comparison of the role burden scale depending on the characteristics
of the sample of caregivers in group Il

Mean value (standard
deviation)

Sex

Male 50.3(14.4)
Female 55.8(15.1)
Age
<=50 524 (15.0)
>50 56.3(15.5)
Marital status
Married 57.9(15.7)
Single/Divorced 53.2(15.3)
Educational level
Basic studies 58.5(15.2)
Tertiary education 50.3(15.8)
Occupation
Home-maker, unemployed, retired 58.8(15.1)
Employee 51.5(15.2)
Relationship to patient
Child 53.9(15.5)
Other 53.8(15.8)
Accommodation
Inthe same house 53.6(15.6)
Inanearby house / same city 53.9(15.4)
Information about incontinence
Limited/None 58.9(15.7)
Abundant 51.3(15.6)
Months of care
<=24 50.4(15.7)
>24 61.0(15.4)

cation better manage the burden of care in a statistical-
ly significant percentage (p=0.049) compared to those
with basic education. Of course, it should be empha-
sised that almost all caregivers in this category are nurs-
es, graduates of Technological Educational Institutes or
nursing assistants. Finally, good knowledge on manag-
ing the problems associated with incontinence (care of
the external catheter, appearance of blood in the urine
collector etc.) leads to statistically significant lower car-
egiver burden (p=0.043).

Total Burden Scale (scale range 0-88)

Median value
(25th-75th per.) b

0.202
52.9(38.8-60.8)
57.4(40.8-68.7)

0.346
55.9(38.6-63.7)
58.5(41.7-69.8)

0.206
58.6(39.8-67.7)
55.1(43.8-67.2)

0.049
59.4(39.4-68.5)
49.9(35.1-62.6)

0.034
60.5(42.2-70.1)
52.1(36.7-64.1)

0.654
54.5(38.8-65.7)
54.9(38.7 - 66.7)

0.248
54.2(38.7-67.4)
55.8(38.4-65.0)

0.043
59.1(39.9-68.3)
51.9(35.9-63.4)

0.030

52.1(34.9-62.9)
63.0(45.0-74.4)

It is characteristic that the caregivers who have jobs
and present the lowest burden are unmarried or di-
vorced men, who state that they do not reside in the
same house with the elderly patient. Especially in group
Ill, with the greatest burden, the caregivers of elderly pa-
tients with incontinence or a catheter, caregivers who
are employed stay in their own home (78%) are male
(89%), unmarried or divorced (81%). On the contrary,
non-employed caregivers live in their own homes at
a rate of 29% are women (91%) and married (64%). Of
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course, it should be noted that length of care should be
considered as the most important burden factor, as in
the case of elderly patients with incontinence, 11% of
caregivers stay in their own home and are women at a
rate of 97%.

Discussion

In this study, most caregivers in all three groups were
women (76 - 85%). This finding is consistent with other
studies in Greece on demented patients??*% and on the
elderly in general®?, Study group lll shows higher rates
of women caregivers in relation to those for dement-
ed patients, which is justified by the greater care and
cleanliness that a patient with incontinence requires.
This high proportion of women is explained by the be-
lief of old that a daughter or a daughter-in-law has an
obligation to look after the elderly relative who “wets
himself”, in combination with the inability of women
to easily find work, especially in the current economic
conditions. Even when care is provided by a paid help-
er, then again this is usually a woman. The mean age of
women caregivers in this category (53-55 years) in fact
means that women are excluded from the labour market
and cannot receive a pension under the new law. These
caregivers have not alternatives in the labour market.
Women form the majority of caregiversin almost all sur-
veys on the subject conducted abroad®®'65.

As regards living with the elderly patient, groups |
and Il present rates similar to those for patients with de-
mentia (57 - 60%)%* or the elderly®. In group llI, this
percentage jumps to 73% and it is clear that the elderly
with incontinence require constant cleaning. This makes
it necessary for caregivers to be by the patient all day
long. It is characteristic that, if they do not stay in the
same house, Greeks caregivers who are children of the
elderly patients live in the same building or within walk-
ing distance.

Furthermore, the results of this study show that the
percentage of caregivers in groups | and |l belonging to
the burden group with a score of 41-60 in the ZBl scale
are similar (48% and 45% respectively), while in group
Il this percentage drops. This score, corresponding to
“moderate to severe burden”is consistent with findings
from other studies on dementia patients?2*'3, Group Il
presents a significant increase in the percentage of car-
egivers who experience a“severe burden’, which corre-
spondstoascore of 61 - 88 in the Zarit scale. Thus, while

with urinary incontinence, p. 45-54

therates are 25% in group land 28% in group Il, in group
Il this reaches 37%, which in practice means that 1in 3
caregivers of incontinent elderly patients experiences
a severe burden. The high rates of group lll indicate the
synergistic effect of incontinence with other factors cre-
ating a burden for caregivers. The findings for group Il
are in line with the findings of the study by Tamanini et
al.2%in the city of Sao Paulo in Brazil, where the burden
on caregivers of elderly patients with incontinence was
1.96 times higher than the burden on those of non-in-
continent elderly. In a similar work by Cassels & Watt',
conducted in Australia, the heavy burden on the spous-
es of elderly people with incontinence led the authors
to the conclusion that where a holistic approach to the
problem is not possible, the pharmaceutical manage-
ment of incontinence alone suffices to alleviate the bur-
den of care.

The other social and demographic characteristics that
present a positive correlation with increased burden are
the length of care and the lack of work. 32% of caregiv-
ers who provide services to elderly people for over >24
months in group Il and 45% in group Ill present a se-
vere burden.

A high correlation is also observed between the var-
iables of the place of residence and work of caregiv-
ers. Specifically, in group |, 61% of caregivers who live
in the same house with the patient stated that they do
not work or are retired. The corresponding percent-
age in group lll reaches 85%, indicating that the hours
spent caring for the elderly patient do not allow a differ-
ent occupation. On the contrary, in group |, of those who
live in a different house from the patient, 64% are em-
ployed. This percentage falls in group lll 24% and con-
cerns younger caregivers and especially all the men in
this category. A similar study by Gotoh et al.® conduct-
edviatheinternetin Japan,inasample of 1,324 caregiv-
ers of elderly incontinent patients, emphasised that the
caregiver’s cohabitation with the elderly patient leads to
high rates of burden.

Another important finding is the impact of the car-
egivers'tertiary education and their knowledge on man-
aging incontinence on the burden of care. These two el-
ements are probably interrelated. The better and higher
the caregivers’education level, the better they are able
to gain information on the incontinence of the elderly
patient and to assess likely difficult situations. The feel-
ing of helplessness described by caregivers with ba-
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sic education and the intense need for information de-
scribed in the interviews greatly increases their burden.
Finally, let us not forget that the category of caregivers
with knowledge and tertiary education is paid more
than others with a lower education level.

It should be mentioned that caregivers with tertiary
education are better placed to access the appropriate
services forinforming the relatives of the elderly patient
about the incontinence aids that can be covered by their
insurance fund. Most of these conducted searches on
the internet and facilitated several elderly patients fi-
nancially. Therefore, the caregivers’ education level is
animportant factor in providing quality care to inconti-
nent patients. The necessity of the education of caregiv-
ers of elderly incontinent patients is also raised as an im-
perative issue in other works studied?>155,

A major limitation of the study is the non-random
sampling method used. A deliberate and non-random
convenience sample allows the easy identification and
use of all available populations for the study. The results
of data processing may be representative of the sam-
ple isolated but probably not of the broader set of car-
egivers of elderly incontinent patients in Volos. The last
drawback s, in part, offset by the large number of elder-
ly patients in the study (total 300) and by the existence
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Ta 10V vopol Mayvnoaiag.

MéeBodoloyia: Katd to xpovikd diaotnua 02/2013 - 04/2014 emhéxOnkav 300 ppo-

of a control group. Moreover, the validity and reliabili-
ty of the filled-in scales can be contested when they are
based on the self-assessment of caregivers about their
experiences and cannot be verified objectively. Thus,
the scoring reflects the personal perception of caregiv-
ers about their burden, rather than the degree of diffi-
culty caused by the patient. The researcher cannot be
absolutely sure about the honesty of responses on sen-
sitive issues such as the issue of care.

This study provides an overview of the current situa-
tion as regards the care of people with urinary inconti-
nence in a provincial town and the burden experienced
by caregivers. The study results showed that caring for
a patient with incontinence is associated with an in-
creased burden. It also showed that there are multiple
factors that could predict the burden, which means that
this problem should be approached in a broad clinical
and social context. The main conclusion is the recogni-
tion of the need for further exploring the concept of bur-
den and the impact of care on the physical and psychi-
atric morbidity of the people who care for patients with
incontinence.
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Renal tract tuberculosis in ayoung man
with chronic flank pain and lower urinary
tract symptoms
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We present here a case of a 37-year old white male, of Afri-  samples which demonstrated caseous granulomas. The patient
can origin, who presented on numerous occasions with low-  was treated, under nephrology and TB physicians with quad-

er urinary tract symptoms and flank pain. — ruple anti-TB therapy with consid-
He eventually was admitted with acute on erable improvements in his renal
chronic renal failure. Key words function.

Inpatient investigations demonstrated bilat- tuberculosis; obstructive This case was noteworthy because:
eral ureteric obstruction secondary to stric- uropathy; renal tract the patient had never had pulmo-
ture disease. A nephrostomy was placed to tuberculosis; ureteric stricture nary TB, we were successfully able
the functioning right kidney but antegrade disease to demonstrate positive urine cul-
ureteric stenting was impossible. Rigid cys- tures and the outcome was positive.
toscopy demonstrated a low-capacity blad- We compare this case to the availa-

der with copious debris. Early morning urine samples, eventu-  ble literature and reflect upon the delays in diagnosis and po-
ally demonstrated mycobacterium, alongside bladder biopsy ~ tential improvements to management.

Thurtle D, ManolasV, Burgess H, et al. Renal tract tuberculosis in a young man
with chronic flank pain and lower urinary tract symptoms. Hellenic Urology 2016, 28 (3): 55-59

Introduction Flank pain, or ‘renal colic’is a common presentation
Lower urinary tract symptoms (LUTS) such as poor  to Emergency departments. However, the preva-
flow, urinary frequency and nocturia are very com-  lence of these presenting complaints does not guar-

mon complaints in urology outpatient departments.  antee the ultimate diagnosis is straight - forward.
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We present a case of a 37 - year old male with a
4 year history of progressively worsening LUTS and
left flank pain. Amongst other factors, the diagnosis
was delayed by failing to keep a broad differential
diagnosis or thinking beyond the common causes.

This case also serves as a reminder that the preva-
lence of tuberculosis is increasing in Europe. The ef-
fects of renal tract TB can be widespread and severe.
Given its insidious onset and that a history of primary,
pulmonary TB may not be noted, the diagnosis can
be delayed or missed. This case was not only interest-
ing and unusual, but also a useful reflective exercise
about our own practice

(Case Presentation

Mr C initially presented to the urology outpatient
department in 2010, aged 33. He was a Portuguese
- speaking white gentleman, born in Mozambique
who had moved to the UK, via Portugal, in 2008. He
worked as a chef at a nearby airport. He had never
smoked, does not drink alcohol and eats a balanced
diet. His wife and 3 children still live in Mozambique.
He reported a past medical history of only ‘an en-
larged prostate, he had never been hospitalised be-
fore, nor had he ever knowingly had tuberculosis or
any chest complaint.

Mr Chad been referred by his GP with hesitancy, poor
flow, and urinary frequency; passing urine 10 times per
day and 4 times at night. Following this initial consulta-
tion a flexible cystoscopy was planned but the patient
never attended and was lost to follow - up. Over a year
later he presented to the emergency department, on
two separate occasions, with left flank pain. He report-
ed these two episodes were typical of flank pain he
regularly experienced and for which he took ibuprofen
regularly. On both occasions he had a CTKUB but was
not admitted. A clinic appointment was arranged in
February 2012 as a result of the CT findings(discussed
later). From clinic, urine cultures and serology for schis-
tosomiasis were sent and a follow - up ultrasound and
flexible cystoscopy arranged but again the patient did
not attend. Finally, in November 2013 Mr C was again
re - referred to urology clinic with worsening LUTS al-
though he still felt systemically well. Blood results on
the day demonstrated a creatinine of 716umol/L and
urea of 30.8mmol/L, he was admitted for further inves-
tigations as an inpatient.

Renal tract tuberculosis in a young man with chronic flank pain
and lower urinary tract symptoms, p. 55-59
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Figure 1: Coronal non - contrast (T from 1 year prior to hospital admission.
Performed by the emergency department for renal colic. The left kidney has
an unusual appearance with thin cortex and large central hypodense area
and lobulated margin. In addition there is nonspecific increased density or
calcification of the bladder wall

Investigations

The two CTKUBs in 2012 had demonstrated left sided
Pelvi - calyceal dilatation, without a dilated ureter and
marked thinning of the left renal cortex. On the right,
the kidney cortex appeared normal but a dilated pelvi -
calyceal system and ureter were noted. The second scan
also noted possible circumferential calcification of the
bladder wall (Figure 1). A follow - up USSKUB confirmed
the findings but demonstrated an apparently normal
Doppler blood flow in both renal parenchyma.

Urinalysis in the emergency department had
demonstrated microscopic haematuria and in clinic
had demonstrated leucocytes, without nitrites, but
routine urine cultures had grown no pathogens.

A flexible cystoscopy, performed on the day of ad-
mission demonstrated a stricture in the penile urethra
2cm from the urethral orifice which the cystoscope
was unable to pass. Urine flow testing demonstrated
very poor stream (Qmax 4.9ml/s, average 2.7ml/s).

An ultrasound during admission showed an en-
larged, 14cm right kidney with pelvicalyceal dilata-
tion and a 4.8 cm ‘cystic area’ with ‘sloughing of the
pyramids' The left kidney was again noted to have
very thin cortex and appear cystic.
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Figure 2: a. Coronal (T sections performed after nephrostomy and attempted retrograde stent insertion. Note the dilated renal pelvis of the right kidney.
b. Note how the distal ureter is swollen yet no contrast is able to pass to the empty bladder - demonstrating severe stricture disease

Treatment

On presentation, the urethra was dilated and a ure-
thral catheter placed, the residual volume was only
65ml. Later, a right nephrostomy was inserted to pro-
tect the hydronephrotic right kidney. Fluid optimisa-
tion and IV hydration was performed with Mr C en-
tering a post - obstructive diuresis phase, producing
up to 8,000ml/day. An antegrade stent could not be
passed during this procedure, with obstruction not-
ed at the right vesico - ureteric junction. CT images
with contrast were obtained following the procedure,
demonstrating dilated renal pelvis and right ureter,
but no passage of contrast through to the urinary
bladder (Figure 2a, Figure 2b). Once the nephrosto-
my was in place, there was zero urine output via the
urethral catheter confirming a non - functioning left
renal unit.

Retrograde attempts to identify and stent the right
ureteric orifice were unsuccessful with the bladder
wall noted to be inflamed with copious debris in the
bladder. Subsequent histology of bladder biopsies
demonstrated caseous granuloma.

During admission, creatinine values fell, before pla-
teauing at 400pumol/L. Multiple investigations during
a prolonged inpatient stay included a positive TB
Elispot test and 3 separate early - morning urines
(EMU). After 9 days incubation one of these EMU

grew fully - sensitive Mycobacterium tuberculosis.

Mr C was commenced on quadruple TB therapy (Ri-
fampicin, Isoniazid, Ethambutol and Pyrazinamide)
for 8 weeks then reduced to triple therapy (Rifampic-
in, Isoniazid and Ethambutol) to complete 1 year.
High - dose prednisolone was commenced to aid re-
nal function, alongside appropriate bone and stom-
ach protection.

Outcome and follow - up

6 months after discharge Mr C remains well and com-
pliant with his medication. He copes well with a right
- sided nephrostomy and has returned to work. His
visual acuity had deteriorated such that ethambutol
was stopped, his vision has subsequently recovered.
His creatinine count has fallen to 274umol/L and CRP
normalised.

A recent nephrostogram failed to demonstrate any
passage of contrast in to the urinary bladder suggest-
ing stenting may still be impossible. Unfortunately,
his attendance to appointments is not reliable, we
hope to perform further urodynamics assessment of
his bladder prior to definitive reconstruction of the
urinary tract.

Discussion
Tuberculosis (TB) remains a large global healthcare
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problem. The incidence of disseminated and extra
- pulmonary disease is rising'. After peripheral lym-
phadenopathy, genito - urinary TB is the most com-
mon form of extra - pulmonary TB. 8 - 15% of patients
with pulmonary TB develop infection in the genito
- urinary system? Mycobacteria bacilli reach distant
organs by haematogenous spread, TB of the urinary
tract then takes a descending route of infection?. Ge-
nito - urinary effects of TB can be broad and varied
including renal calcification, necrosis, stricture dis-
ease throughout the urothelium and bladder con-
tractures®*. Renal failure can, therefore, be caused by
damage to the renal parenchyma itself, or by obstruc-
tive uropathy.

In this case stricture disease was evident in the pe-
nile urethra, right vesico - ureteric junction and can
be assumed to have been present in the left renal unit
causing complete non - functionality. Mr C was hos-
pitalised before his kidney function was irreversibly
damaged. Although no such cases have been found
in recent Western medical literature, two similar cas-
es have been published in Brazilian journals, with less
successful outcomes. One reports a 33 - year old man
with 3 years intermittent history of flank pain pre-
senting in renal failure, despite best care he remains
on lifelong haemodialysis®. The second reports a 32
- year old female with recent history of peritoneal TB
who, despite 6 months anti - tuberculosis therapy,
presented in acute renal failure secondary to TB which
was ultimately fatal®. Unlike our case - in both of these
cases a clear history of pulmonary TB was elicited and
indeed these presented in areas where TB is endemic.

Renal tract tuberculosis in a young man with chronic flank pain
and lower urinary tract symptoms, p. 55-59

Also satisfying within our case is that we were able to
demonstrate positive mycobacterium urine cultures.
A Moroccan review of 109 urogenital TB cases found
bacilli in only 41 (38%) of their patients,” indeed these
two aforementioned published reports were unable to
demonstrate positive urine cultures.

On retrospective analysis of this case we considered
clues that may have led to earlier diagnosis. Initial uri-
nalysis had demonstrated sterile pyuria and micro-
scopic haematuria, a common finding in urinary tract
TB along with acidic urine®. Irritative lower urinary
tract symptoms, which fail to improve with routine
antibiotics should raise the possibility of TB®.

Radiological investigations can also demonstrate
signs suggestive of TB. USS, CT and IVU can all be
helpfully used, with CTIVU the most sensitive at
identifying all manifestations of renal tuberculosis™.
Signs progress from papillary necrosis in early disease
to multifocal strictures and mural thickening prior to
endstage progressive hydronephrosis, parenchymal
thinning and dystrophic calcification. Even the non
- contrast CTs performed on Mr C in 2012, showing
abnormal left kidney size, should perhaps have been
reviewed in a multi - disciplinary meeting. This case
serves as a reminder of the importance of strong
communication within and between departments,
and coordinated strategies to reliably follow - up pa-
tients; all the more important as modern healthcare
becomes more sub - specialised.

Conflicts of interest
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A forgotten intravesical foreign bodly.
A not so unusual story

Spyridon Tzamarias, George Makris, Dimitrios Zavradinos, George Panaretos, Konstantinos Stamatiou
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We report the case of a 67 - year - old woman who presented with recurrent lower 4

urinary tract symptoms due to bladder calculus that formed around a ureteral stent
that was inserted into her drainage system during stone removal surgery from the
renal pelvis 6 years previously. In this paper we present the evaluation, imaging and
management of the above case. Our patient’s case was unique for the length of time

(6 yr) from foreign body insertion to presentation.
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Introduction

Foreign bodies in the urinary bladder are common and
they have always been an interesting topic. Actually
many urologists occasionally reported a great varie-
ty of foreign bodies removed from the lower urinary
tract of female and male patients. The majority of them
are self inserted and few are iatrogenically induced.
Among others needles, electrical wires, segments of
wooden sticks, safety pins, thermometers, bullets, an-
imal feather, intrauterine contraceptive devices, en-
crusted sutures, piece of candles, lead pencil, surgical
staples with stones, pieces of gauzes, chewing gum,
tooth brush, metallic hook, tip of ureteric catheter, bro-
ken stent and parts of endoscopic instruments have
been reported in the literature'2. In most of the cases,

Corresponding author:

patients are presented because of the complications
of the presence of foreign bodies in the urinary tract.
In fact, the foreign body if not removed leads to bacte-
rial colonization and so acts as a nidus for recurrent in-
fections. Rarely may also cause pelvic pain, hematuria,
retention and secondary stones. Hereby, we report the
case of a 67 - year - old woman who presented with re-
current urinary infections due to bladder calculi that
formed around a ureteral stend that was inserted into
her drainage system during a stone removal surgery
from the renal pelvis 6 years previously.

Casereport
A 67 - year - old woman presented to the emergency
department with lower urinary tract symptoms. She

Dr. Stamatiou Konstantinos, 2 Salepoula str.,, 18536 Piraeus, Greece, Tel:+302104592311, E - mail: stamatiouk@gmail.com
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Figure 1: Plain x-ray reveales a large bladder calculus and a double Z ure-
teral stent in the right ureter

reported irritative symptoms for more than two years.
More precisely, she reported sporadic episodes of in-
flammatory pain and increased urgency of urination
while she had a constantincreased frequency of urina-
tion the last six years. Her symptoms progressed over
a period of 15 days to include fever and suprapubic
pain. Her medical history included mild hypertension,
and diabetes mellitus which were not actively treat-
ed. She had no history of urinary tract infections, sexu-
ally transmitted infections or urinary tract calculi. She
also reported a stone removal surgery from the right
renal pelvis 6 years previously. Initial investigations re-
vealed mild leukocytosis (10.2 x 10%/L), mild elevated
creatinine levels (1.4 pmol/L) and positive urinalysis for
red blood cells, protein and nitrites. Blood and urine
cultures were negative. Ultrasound of the abdomen
and pelvis revealed mild right hydroureteronephrosis
and mild renal cortical thinning. The urinary bladder
showed detrusor hypertrophy and contained a large
calcificated mass. Plain x - ray of the abdomen revealed
a large bladder calculus and the presence of a double
J ureteral stent in the right ureter (Figure 1). At the

Figure 2: Bladder calculus and stent after removal

time of admission, she denied having ureteral stent.
However, investigation of her medical file confirmed
a ureteral stent placement into her right drainage sys-
tem during stone removal surgery. She was started on
broad - spectrum antibiotics and underwent cystosco-
py, which showed a large, freely mobile bladder calcu-
us. We removed the calculus and the forgotten stent
by subsequent open cystolithotomy. Notably the stent
was severely calcified and encrusted only at its low-
eredge and no crystal deposit or stone formation was
seen at median part and the upper end of stent (Fig-
ure 2). We closed the bladder in 2 layers, leaving an in-
dwelling urethral catheter and a perivesical drain. The
patient had an uncomplicated postoperative recovery.

Discussion

Risk factors for bladder calculi include urinary stasis,
infection and the presence of foreign bodies. Typical
presentations include bladder outlet obstruction, uri-
nary tract infection, terminal hematuria, intermittent
pain and irritating urinary symptoms such as frequen-
cy, urgency and dysuria. Foreign bodies are mainly in-
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troduced into the bladder by self - insertion, which is
usually a result of eroticism, by penetrating injuries or
iatrogenically, via migration from adjacent organs.In a
few cases medical devices remain forgotten in situ. The
forgotten ureteral stents remain a urological dilemma
and complications related to it can be lethal for the pa-
tient®. There are several cases reported in the literature
the main causes of which were poor patient compliance
with instructions to return for stent removal, and inad-
equate counsel by practitioners*. The management of
such stents is often intriguing®. Depending upon the
size of the foreign body, either minimally invasive pro-
cedures such as lithotripsy, endoscopic management
or open surgical exploration are recommendeds. Our
patient’s case was unique for the absence of severe in-
fection for 6 years and the absence of crystal deposit or
stone formation was seen at median part and the up-
per end of stent. In fact encrustation of forgotten ure-
teral stents usually occurs at the upper coil of the stent’.

Mepilnyn

Avagépoupe Ty mepimTwon piag 67xpovng yuvaikag pe umotpomalovra evoxAipa-
Ta amé To KATWTEPO OVPOTOLNTIKG Tou o@eilovtav o€ AiBo TG oupoddyou KUOTNG OV
OXNUATioTNKE yOpw amd éva ovpntnpiké kaBetpa mou £10Kx0n 6To AMOETEVTIKG 0U-
otnpa tov 6€€1o0 vepou TG Katd T Sidpkela xeipovpyikic eméppaonc agaipeong Ai-
Bou am6 t veppikn moeho mptv amé 6 xpovia. 2e autd to dpBpo mapovaidletain adlo-
\dynon, n ameikovion kat n dayeipion e mapandvw mepimtwong. Autr n mepimtwon
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Although the exact mechanism of encrustation is not
clear, more effective peristalsis at the lower part of the
stent sweeps any deposits off the stent, thus minimiz-
ing encrustation at the lower end®. However, Dakkak
et al in an analysis of 22 patients with encrusted ure-
teral stent found that encrustation is more common in
the bladder (68.2%) and ureter (59%) than in the kid-
ney (36.4%). According to these authors this happens
because, urine remains in the bladder for a longer time
than in the upper urinary tract®.

Conclusion

Foreign body - induced bladder calculi are a diagnostic and
therapeutic challenge. The prevention of this problem by
providing patient education is of outmost importance and
therefore protective mechanisms should be designed.
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enexiioubn ensbeinaon Ty oUENTOPETIY NOU CXETIZOVION YEVIKG £ 1o KOpKive Tou npaanatn, Mo
¥ evTppanIate auth napxikh ouEnon twoy enendbuy totootepdvns, unopei va eEenoote n xophyman
avuavipoytuwy Kot Tw évapEn tns Bepansios. AoBeveis nou nopoumazouy h £xouy auEnvo kiv-
Guvo yio avdndn andppodng tey oupogdpaey obow i oupnisons tow vapalow pueiol npéne vo
napaxoiouBedvton oteva, Eivan xphoaos o nepesdinds ileyxos tov enindluv tEotoaepdwns aiparos,
s ound Bev npéng v Eeneguodv 1o 1 ng/ml. - Ewvbopntpiwen - opudparna: H xopfynon ypinmo-
pedivns ain ouiauepesn Sooofoyio npoxoda ouvixh unoyevelotpoguh oprvippme, Edv oupfc
UNTPOPOAYIn PETE and 1o npaTto pivva, npéns va perpnBoly ta eninsba s oiotpabitin oto niiopa
ko iy autd to eninebo sivor kitw and 50 pgiml, npéne va evorntBody niflaves opyovikes Bides.
H woBnkikh Aomtoupyio enavipxitos peed ond tn Soxonh tns Bepaneios kol n woppnbio oupfoeive ne-
pinou S phwes perd tw teieutaia éveon. Mia pn opyovien pédobos avuoliingns Ba npéner va xpnor-
ponosital 0F Gdn tn Sudpren s oywyis nepifopBavopstvioy kol 3 pnviy End tw tesunolo éveon, -
Mpcupn Afn: H apaxh Suibyepan toy wolinkdy ote kopitma, pnope va npoxoiéos aipoppayia and
n pfitpa. EmBadieum n wuiixotoy eoes napoxodod@non wey oofevi sk m Siokannh ms Be-
paneies. 4.5, Addndenibpdens pe dAfe gpoppoxe kol 6AAes poppds affndenibpaons: Na pn xo-
priyEital toutdapova i @dppaka nou ngasafolyv unepnpofoxtvaipia (PEvouy tov opiBpo twy
unoboxéwy ms GnRH oy undpuan). Asv éxe napotnpnBei aidn kinaxd onpovorh offinAenibpaon
e Gitia popparkeunkd npoidvio, 4.6, Kinon ko Feflowxda: - Kdnon: Meiétes o nopapotéowea Gev
Ebesfav epatoydvo enibpoon. Kot m SIGpKED TS ENTANONS PETS T KUKAOQORIa tnv ayopd xo
OF NEpIOpaapEvD apiBd epoly yuvomdy pe fxBean omy tpimtopedive, Sev unfipboy avapopss yeve-
ukiy avwpaiioy i epfpuotofikdantas o onoies va anobiboviol ot npeity. Eviooios, enobi o
apiBpbs v ooBeway Eival nofd pikpds yio ty sEoywyn oupnepaopdtwy G00v apopd ooy Kiviuvo
auyyevir avegadiey i epfpuotefirdtmos, edv neoSevis koot fyxuos eva Aapfdve tpimopei-
wn, n Bepangio npdne va biakone. Mia pn oppovich pBobos ovioudfingns Ba npéne va xpnaipo-
noteiton oz &in tn Ssdprea s aywphs nepiiopBavopévou ko 1 pnvds pend tw teutoia éveon. - Mo-
Aouxia: H ypiniopefivi Sav ouanino vo Xpraponoieto ket ty népiobo tou Bnfloopod, 4,7, Eni-
Spaon ot mavdtnta obaynons ko xeipiopod pnxove: Asv Exouv nopatnpnBel emfpoons oty
iemedn offiynans ko xeipiopod praevy. 4.8, AveniBdpntes evipyees: Euneipis and us kivixés
pedires Ta oroneie nou avegdpoviol katwtipe foaizevion oy aviAuan twy oBpoiauxay Sebogid-
i now avapépinkay kotd ™ Siapxen ximkdy pefe@y e |y pniaia Kan iy [P pogen o
pappirou (ouvodxds niinBuopds nepinou 2400). H nApogngio twy ovenBpntoy evepyeidv nou
avogdplnkay kath tn Siapres tey kAvikey pelouny oxetizoway pe us gopuaxofoymis bpdotrs,
anws o wioyovobotpopikds unayovabiopds, i nogoeh SEYERoN s uUNAGQUENS ka1 Tww yowdhuw. H
UGG T OVENIBUN LIV EVERYENN NoW avogs poviol Naposatw, opizeto e Boon v oxdioubn
apu: Mofd ousves (2 10%) - Tuoés (2 1% - <10%) - Mo ousvis (20,1 - <1%) - Endvees (20,00 - <0,1%)
- Nodd andwes (<0,01%). [evxn ovoed ge evidices: Nodd ousvés: Hnigs péap fvtoves eEdyers wm
EpIBPGROLIS ¢ onoies ouviBuws bev onaredy Biaxonn trs Bepongios. [ivikh ovoxh of dvlpes: Modd
auxvEs kond v évapEn ms Beponeios (4. napoypapo 4.4 "Ebeés npoaibononaes kal npoguidatas
w©aTa  Hphen”): EniGERvman oupnupdm e 10U GUPONONTKD, DOTIKGS NAVOS PENDOTOTITS Qio-
Aoyias Kol oupENTE|OTO NOU CXEtZOVIN |5 aupnizan tou vatiaiou pueied ond onovbuists soad-
gets {ndvos ooplos, abuvapia, napmoBngia wov kdtw dxpuw), dtav to enineba teowoaepdvns nig-
aperos aubivevion opokd Kol napebed katd v Evapin tns oywyns, AUt to Gupntdata eival no-
pofxd xo auvhBus eEppavizovial o pia dus B0o efbopebes. Euxvis kot tn Sidpkea s Beponsias:
Effaruaystn oefouneh eniBupia ko ovkovainio oTians now GETZOVION JE T PEian 1w Emnébu
nAGopIEs WasmEpdns Byw tns pappoxeionets Spbans ms pimtopefims. [onsh ovoxh oF yu-
waikes: Mol ouxvds katd v évapkn s Bepaneias: - Enbeivioon oupntwopdtuy esbountpiuans (nue-
fieds ndvos, Suoynvdppon) kard tn Sdpxea tns opom s ko nagodiens aignons tov ennébey o
mpafiding nidopans, Autd o oupnuson give napobicd ko gusiBos eGopavizovion of pia s
Goo . ~AIIOPPOYID K TOU YEWNTIKOD OUTTIROTOS NEpitapBavovias unvoppayia, jntpop-
payia, pnope va gupBel katd wov piva nou exoiowlel v npdn dveon, Mo ewoes katd m Sidp-
K s yyns: Koo i Siopeog tev ke pedeoy oy eviopntpioon o avenBopntes eelpyer-
£s Eefav Pio YEVIKA POppA UNOOKAROYOVIKY JUPNTWGTEY NOU OXETZOVION PE TNV KOWIoToih ms
UGS Ko ey wolndy, dncws Sotopaxes Omvou, kepodoityie, Sotapoxes Bugieed, kofnwh En-
pdinta, Suanapdivea koe peapivn otfovofh envupio. NoAd owvis katd i Sidproa s opwphs
HE TNV prvidia poped oy gappisou; ndvaos otilous, puikés kpapnes, apBpaityio, osEnon Bapous,
vaoutia, xerhiakds ndvos / Suagpopso, ebpobiwmon, [evieh gvanh g8 ngufd: Avabpoons unépewnalin:

gias, kegadaftyio, fhys, KO QIEOpDaYIa £ tou YEWITKOD ousthpates ato kopitma (BA, napdypa-
o 4.4 “Ebicts npoaibonoinaes ko npom&wsmmm apﬁ:m I I#.I!.I.H!I.ﬂmm Eunvés: nr:m:rs,
epulipdanto kol pikeypovi Ote enpElD TS Eveons. EunEiio LEnd pepopfa [eU M
eyfifikes: Katd o Sedgiend tns enithpnans et iy Kukiogepio lou ru:-o-ﬁm mm m-ncpcp&r £l
niéov nodld ondnies ovensapntes evépyess. Autés ofnopoivTon oTd KoTNYopia opYaWoY CEaT0s
K01 KT PEIDOUEVR ouxvatnt epgdvians. - Evbokprvis Gaotopaxis; yuvakopoaia, - Yuxiotpicis
Sarapaxes: xataBieyn, affayh ths npoownikdtntas. - Alotapaxds vEupkad guathpates: 26fn, na-
paioBnoin oe dvipes. - OpBodymés Sioapoxés: Sodn dpeon f Siatapaxes ms Gpoons. - Aatopaxds
ditww ka1 Aafupiviiow ifnryos now pEpikes @opés OXETITEIDN P YOTPEVIERIKA QUUNTEHaN. - Aiog-
paxes avanveusuxss, Bopakos xo proofupoxiou: Sienvan. - Toopeviepmes biotopaxes: Sdppeso,
EpETDS. - Asgropaxs BEppanos kol unobipeou wtod: ovibpdoes unepevmoBnoios now nepiilapfa-
wouy snopd, kvibwon, tidvlnpe, ayyocoibnua (BA. nopdypogoe 4.3 “Avievbeifos™), - Aotopaxds
PUOOKERETIKES, DOTKES Ko guwhencod wotau: apBpoityic, puaiyio oo puikn obusoyia o dwbpes ko
yuvalkes, ENEIDGEIN ooTIKSD Nédvoy oF dwbpes kol tn Sidpkaa ms aywyis (A, enlans napaypopo
4.4 "Efixis nposibonaenos kol npopuidERs Katd tn xphon'”, oXEUKD PE 10V KivBUuvo OoTEnGpw-
ans). - AIIIapexEs 10U QvaNOpIYWYIEOD CUTTIPaNDS KOl PooTol: aF yuvoikes, nopatstapéves Siam-
paxes nepibboy dnws opnvipooia, Prvoppayio Koe pn1poppeyi Pt my ayweyh, BA, cxeukd pE tw
evBOUNTRHION KOI 10 IVORUGERIAN htpos ot napdypego 4.4 "Bifikis npoaiboncehats Ko npapu-
fakes kond mphion”, - Nevees fiomopaxes ko) koooTHoes onpeioy xopfynons: nupsEio, knkouxio. -
Efgndoes: aufnpivn opinpiok nigon., ZE ngid: Epgavo pE W oudwpeupivn guneipio oopaioas
s guntopedins oz naid nou Elofav aywyh yia my npaipn Hin, o cxdiouBes andvees avensiopn-
165 EvEpyEIEs Exouv ovogepBel eninftéov kotd v Enmiipnon Petd v kukAogopia 1w npoidvos: av-
whpdoes unepeuaioBnaias, kepodofyio, oufnon Bapous, ougnptwn opinpiexh nieon, eneodin Bo-
ffs 1 ictopaypévns Gpaans, Sucpopia EX 1OV YOOTREVIERKOO e koIAakd NEve Kol £pend, enictaln,
kokoue, puaiyia, cuveoBponioh ooudBen, veupiedmnta, 4.9, Ynepbooodoyla: Aev éxouv ova-
pepbio oveniBoyuntes avebpdons opaftyeves of unepbdooodoyia. Ee nepintwon unepbooeioyias,
evBEiKUTm oupntopaukh avopemdnon. 5. @APMAKOMNOTIKEE IANTHTEL: 5.1. @oppokobuvay-
kés 1Badtnies: ANAAOID THE EKAYTIKHE OPMONHE TON MONAAOTPORINGN. Kabikds ATC:
LOZAEDS (ovuveondootms kar avoootpononomiwd). H ypentopediva sivan ouvBennd Sexanentifio
nou eival ovaAeyo s puokis exdumikis oppdwns oy yovslotpogay (yovoBopedivn, GnRH, LH-
RHL Meftites o 260 ko auov avBpaans Souy Bee Gt n ouvexhs xopfynon yentopefihms, petd ond
pia apaxh Siyepon, avactéide v Exkpeon v yovobotpopvey pe anaxdiowBn katoomodn ms
Aemoupyios v dpxey ko s wobixns. H npdin éveon tou Arvekap 11,25 mg bieyeiper tnv ane-
AeuBipwan v unogumorey yovabotpdeuy LH ki FSH npokafdvias pio napobich adgnon twy
eninéfav tEoTooTEpovIs arous dvbpes kal oiotpodudidns ous yuvaikes (fare-ug). H nopatetopévn xo-
pfynon ebnyel, nepinow 20 nistpes perd kol kol &dn tn Sidpeen onefpudépwans s Bpooux s ou-
aias, of pekoan v enndSow LH kol FSH kan katd ouvingia ae nidon s atoatepdvns f oiotpabid-
fins nAdopatoes ot enineba euvouxiopod. M nopobeh asénon twy GV gLIOROTOORY PNopE Vo
naptnpnBel of vBpes kotd v Evapdn ts Bepansios. By npcipn AR n avoatodi s unogumakis
yovobotpogicns unspSpaotnpidmuas kar ora Soo poda, obnye oy xataawodn s ompis ms LH
pend ond Seyepun Goxspaaia LHRH em ouvenies kotagwodn tns éxgpons oiotpobebing i teatooe-
pdwns ko of Beitieon tou Ayou nflikie ws npoes 1o Ogos / ootk niikio om tou wiiked Uyous, 5.2,
Sapporoknnuikes bidtntes: Merd tv evbopuin éveon tou Arvekap 11,25mg otous aofsveis pe
opEivo tou npoandm, nopampeia pia pénan meh s ypintopedims niloyanos nepinou 3 dpEs
pEnd my dvion, Metd and o eoon efaTHoons now uvexizeees kotd tn oD 1ou neTou pive, 1o
enineda tpintopedivis oy uiegopia napapvouy oaBepd péxp tv nuépa 90. To eninebo teoto-
MERGVIS o0 olpo SHGvEl 00 ApIo EUVOLXIOWRo NERINOY 20 ys£pEs PETE Y EVEON KOI ROPAREVE on-
pavied kit and outd 1o dpio kal’ 4An tn Sdprea anefeuBipoans s Spaguris ousias eviator
wivias pe T @don oroBeponcangéns ouyeévipoons oo nikdopo. 5.3, Mpoxivikd otonceio yio tny
aopbioa: To pdva npexincd Euphpata ALy Ut Nou SXETIZOVIOY JE THY CVOREVSUEYN $OPUEKD-
Aoyucn Spdon tns yinwpedivns, Sndabn tw xotaotodin wow unoBaiopo-unoguonked ~yovalxol
aEowa, pz o enoxdioulo onotEResua ot eninebao ww oppoviy 1w gdfou ko ouov avanapoywyd
GEewo. Autd te euphpata fhtoy of peydio Bobisd oveotpdypa kotd wy nepicho owixopsns, H 1pinto-
pefivn fev éxen SeixBel va eivon tofn oto yewetmd uilid otnv kiaookn oeipd Soxpomey petadia-
Eoyeveons. H epgdnion obeveaponwddy Gykwy oTry undguen apoupaloy nou nopatnghBnks pE o
Arvekap 010 nAgion pakpaxpdvay pelitoy kaprroyiveons, oo pio ofn Spdon oy avaidywy
ms yovabopedivns oE outd o sibos zowy, nou npoxadeio péow evds oppoiEod PREoVIGHOU Ko
fiev Exo napatnpniel ooy novimd ode €6 nEprgpapel atoy dvBpwono. H anoppdgnoen tou Arvekap
11.25mg odexdnpave ae 120 npépes, & QAPMAKEYTIKA ETOIXELA: 6.1. Katadoyes pt ta ixbo-
xo: Bdyis Polymere di-lactide glycolide g.s.p., Mannitol, Carmellose sodium, Polysorbate B0, Nitro-
gen, Siodiins: Mannitol, Yiwg evecipuy, 6.2, AoupPatdintes: Aev avogdpovial, 6.3, Mbpxi
2whs: 36 phves. 6.4, 1itepes npopuidtes katd ty odatn tou npoidvios: Cofogn o Seppo-
Kpa0ia 1o QOtERD Pixp 25° C MErd tw avao0omaan va Xprogioncieia apeows. 6.5, @0on kol ou-
ataukd tou nepibken: - TudAne geofifeo 4ml pe efootopepds nopa ko kdfuppe afloupiviou, nou
nEpéxe 10 GEpED Audpania. - Nudien guonya 2ml now nepetxs v uypd Soidm na avemiowon, -
1 anootepajsévn olpayya and nodungonuiléno (3 mi). - 2 onomepopéves feAdves 0 9mm. 6.6. Obn-
yies xphrans/oapiopod: To owped dudgifo Ba npint v avaouatoBe pe wov uypd Siotdin aplows
npiv i Eveon. Asv npénel vo ovoperyvOenm pe dido papgoxa. 1 - NPOETOIMALLA ATGENOYE: -0
ooBevhs Sonidve ko anofupaiveran nnepech tou yioutad dnoy Bo yiver n éveon. 2 - NPOETOIMA-
EIA THE EMEIHE: -H napouoic guoaiifuy oty enspdvein tow otepesd Audgaiiou eival pumodoyicn.
-Indote 1o Aoipd ms poonyyas wou Soddm. -Avoppophae Gilo oy Sssddm oo ol pnpya e v Redd-
0. ~Agaipbott 1o npeomo kKaAup e and to gafibe wu otipeed Aubgou, Metegdpen wv Sadon
and t cipyya oto eadibio now nepéxe 1o oteped Mudgido. -Tpofnge tn sipiyya pe ™ Befdva nd-
Wi ONG TV ENIPEVED 10U Uypad o pnv Ty apospeie tefEins ond 1w uodifie, -AvarsnaE 1o pio-
Ao xeopis va 1o ovoompdpete fws dtouw axnponotel Eva opmoyevis evaimpnpa. -ERéyE yio v
aNOUDID CLMRHOPITWH ALY NPV OvopgopRoELE 10 EVOIDRNED [0F NEPINIWEN NapoUcins ouooupa-
LTy, QUVEXIORE Tnw avakivnon péxps va enmevadel nAnpns opoyevonsinan). -Avappoghote pe
aupnnya Gt 10 EVesDpngd Kiapis va avompipete 1o Giodibio. -Agaipéote and t adpryya tv Beddva
NOU XPREPONOINGATE yie thv avagdgraen. Npoooppoote otn olpryya v afdn Beddva (fibdoe
CPINTA) KPOTRAVTOS T [0 ONd 10 XMuPaTIS [hpo, ~Apoipdant v aipa and i okpyyo. 3 - ENEIH:
-H éveon npénel va yiver xeopis xoBueotépnon. Kavete inv éveon owov ylounaio . 4 = META TH XPHIH:
-Anoppigt us eidves of gondiAnfo Soxeko. Koud tv Gedpken tov nopandva evepyaidy, KiBe ond-
g npoidvies pEyaAdtepn and auth nou puao oy napesve oo quafio kot dpny, npéne
wa Aaypfaveran undgn and tov Bepanovta potpd. 6.7. Ovopadia kar povipn Edpa tou YnedBuvou
Kueiopopios: IPSEN ENE, Ay. Anpnpiou 63, Biipos 174 56, ABfva. 7. APIBMOT AAEIAE KYKAO-
QOMAL: 78741/04-11-200%, B, HMEPOMHNRIA NPOTHI

BRI E— Me=  ANEIAT: 13-5-2000. 9. HMEPOMHNIA THE (MEPIKHE) ANA-
VMR o meemdmg o vy BEQPHIHE TOY KEIMENOY: 4-11-2009,
DA o appmna
Tuumknparvevog Ty «KITPINM KAPTAS

N.T. 155,14 A.T.2154%¢ AT.O 1412015

MARATGEH AYEMNGE ENE, THA T 51 Sl
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EAAHNIKOZX

2YNAEXMOZX
TOYPIEMOY YTEIAX

H ocOvdeon tn¢ «Bropnxaviac» Toupiopou
ME TNV YYEia yiveTal mpaypatikotnta

|5pUBnKe Kal Eekivnaoe apeaa TNV dpacTnploTnTa Tou o EAANVIKOG Zuvdeopog Tou-
plopoU Yyelag.

AnutoupyriBnke and emgavr) HEAN TNG TOUPIOTIKAG Blopnyaviag kot EyKpIToug -
OTHHOVEG UyElag, ot omolol SiEyvwoay Ta ONUavTIKG TAEOVEKTHHATA Kal TNV TTpo-
atiBepevn afia mou pnopei va exel o Touplopog Yyeiag, atov EAANvIKG Touplopo,
atov khado tne Yyeiag kan emnpooBeta otnv Okovopia kat To AEMN tng ywpag.

Ykonog tou Zuvdiopou gival n ouvdeon, avantuén kat Sievpuvon g «Blopnya-
viags Tou TouplopoU, UE To MohuTIpo ayaBo Tng vyeiag, peoa ano Tny CUVEXH umo-
atrpIEn Kal mpoolr] Twv MapakaTw Katnyopiwy:

@ latpikog Toupiopog @ Toupiopog Tomkrig Koulivag
@ Obovriatpikog Toupiopog @ ABANTIKOC Touplopog
® lapatikog Touvpiopog ® Mpoofaocipog Touplopog

@ Toupiopocg Eveiag @ YnoPonBolpevn Tovpiotiki Katoikia



AIATPOOH YTEIA OMOPOQIA

QOFORUM U1/

O EAAnviko¢ ZUvdeopog Touptopov Yyeiag GUMHETEYEL
oto AYO Forum 2017

Me nepintepo, ato onoio Ba evnuepvel yia Tig TOAAATTALG TOU SpacTnpIOTNTES, TOUG
emayyshpartiec Touplopol Kal uysiag, ald kal pe v Slopydvwan Tou Tpitou Kal
peyahitepou diebvolc auvedpiou yia Tov latpikd ToupIoUsd, CUPHETEXEL 0 ZUvOeoOC,
oto AYO Forum 2017, nou Ba npaypatonoindei otic 11 kan 12 @ePfpouvapiov 2017,
oto Zanmeio Méyapo.

210 guvédplo avapeveTal va avaiuBolv dheg ol Teheutaieg e€elieig oTov kKAGdo
TOU 1aTPIKOU TOUPIoHOU, T 0 EANNVIKO 000 kal o Sigbvég eminedo, and dekddeg
Kataglwpevoug opthntég mou Ba katagpbacouv otnv ABrva ywa tov okomno auto. O
EMinvikog Lovdeopog Touplopou Yyeiag Ba mapovoiacel, oto ouvedplo, To TTAGvo Tou
yia TNy Apeon kat ypriyopn avantuén Twy unmodopwy, Kabwg Kal To Peiypa LApKETIVYK
mou ¥peidletal, wote n EAAGSa, olvtopa, va kataoTel maykoopiog mohog EAENG otov
OUYKEKPILEVO TOUED.

TO AIOIKHTIKO ZYMBOYAIO ANAPTIZETAI ANO TOYZ:

Kuwvotavtiviéng Kwvotavrivoe, AievBuvirg HealthCare Cybernetics, Mevikdg

Mpoedpog Fpappatéac, Global Healthcare Travel Council

Kouaokoukng Kwvotavrivog, KaBnyntrg Asppatohoyiag - Nopukdg, Npoedpog

Avumpéedpog EAdnviknc Akadnpiag lapatikne latpikng

lev. lpappatéag  Kamhavidne Zayaplag, MNpdedpog Ouihou Zita, Oikovopohdyoc
Kapviaddkn Katepiva, Npoedpog & AlsuBivouoa ZopPouiog

Tapiac alaihadiov Kévtpo Anokataotaonc kot AnoBepansiacs

Méro Avaviadne Tiy, Mevikde ArievBuvthc / AeuBivwy Zoppoukog Zevoboyeiou
¢ Meyakn Bperavvia

Mé\o Aonuakomouvhocg A. Nikrjtag, KaBnyntrc, Turpa Minpogopikric,
¢ Mavemotno Mepaia

Méhog Natlisng AMéEavBpoc, latpdc-ZuvTdaktng Yyeiag

Méhog lkapetoou Biktwpia, Aspuatohdyoc-Agppodioiohoyog

Mého Koutaikog MNavaywtng, MNpéedpog EXAnvo-Toupkikol Eumopiko
s Empshntripiou

Méhoc Mavtoc Kwvotavtivog, Nuvaikohoyog

Méghog Lindberg Alexander Fedon, latpde, EiSikag MaBohdyod/Mafrtohdyog

ZITA MEDICAL MANAGEMENT

ZITA MNa mepiocéTEpeg MAnpo@opisg, OYeTIKA pE Tov EAAnVIKG
Tovdeopo Touplopol Yysiag, pmopeite va emKovwVIioETE
MEDICAL MANAGEMENT — gro: 211 1001783 rj oto E-mail: v.fe@zita-congress.gr



‘Eykpion EO® onpaivel
anoteAeoparnkdnia & acPpdAeia
via 6Aa Ta pappaka,
npwréruna & yevoonua

O EO® eyyuarar:

* ‘Ola ra pappaka pe Gdeia kukhogopias EOD, npwréruna & yevéonpa, eival aopaln,

anoreAeoparika kai idias Bepaneurikns atias.

* H abeia kuxhogopias dAwv Twv pappdkwy Siveralr pe Baon v Eupwnaikn NopoBeoia.

* H noiétnra, n acpdleia kai n anote\ecparikérnra Twv eapudkwy Siaogpalileral

pE ouvexeis ehéyxous perd Tnv Gbeia.

O EOD empilal rov yiarpéd. Impie xi eoeis my exorpareia tou EOD.
EpnioreuBeire 1a yevéonpa, xopnyhore otous acBeveis oas pappaka pe Xapnhé KSoTos, 6nou PnopeEiTe, kai
efoikovopfioTe Népous yia va PNopeite va xopnyeire kavoréua [upnou kéoTous) pappaka, énou eival anapafmra.
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APATH MA TH EOETH PHEH D avIodd arganisation YTICVPIEO YTEIAT
TOY ARMAKCY poppdswy  for medicines
www.eol.gr www.moh.gov.gr
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Epmopikn AievBuvon: Kouhoupmi¢ lepacipog, TnA.: +30211 1001780
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MNA TH ZYMIOTOMATIKH SEPATELA
TOY DYNAPOMOY THE
YHNEPAEITOYPINTKHE KYEZTHE




