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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
promoting the science of Urology. The journal pub-
lishes papers, which concern clinical research and
scientific achievements. It also welcomes clinical in-
vestigations as well as basic and applied laboratory
research; new data and recent developments of uro-
logical interest are also welcomed. Papers published
in another journal are not accepted.

Submission of Papers
1. General Information: The official language of
Hellenic 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 manuscript into Greek and translation will be
provided.

All the authors are jointly responsible for the con-

tents of the paper and sign together the Authorship

Responsibility, Financial Disclosure and Acknowledg-

ment form. The list of authors should not exceed six

(6) otherwise the participation of those exceeding

the above numbers should be justified accordingly. In

case of reports, 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
conducted 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 eth-
ics committees should be obtained.

c) A statement - approval of the competent scien-
tific committee of the centre in which the research
work was carried out, pertaining to the protocol of
the perspective studies, should be included.

In the case of the experimental studies on animals

a statement should be made that the paper has ad-
hered 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
international law.

2. Copyright Transfer: Papers published in Hellenic
Urology constitute copyright ownership of the man-
uscript to the Hellenic Urological Association (HUA).
Thus any reproduction and/or copying of said man-
uscript is allowed 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 let-

ter signed by the corresponding author, in which he
declares 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
final publication, a proof is dispatched to the authors
for final checking.
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Article types

Reviews - maximum 4,000 words, 50 references, 6
tables and 10 figures, Abstract 300 words

Original Articles - maximum 3,000 words, 30 refer-
ences, 6 tables and 10 figures, Abstract 200 words

Case Reports - maximum 1,500 words, 10 refer-
ences and 6 figures, Abstract 100 words

Letter to the editor - maximum 600 words, 6 refer-
ences, 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 head-
ing. Each heading should appear on its own separate
line.

Introduction: State the objectives of the work and
provide an adequate background, avoiding a detailed
literature survey or a summary of the results.
Material and methods: Povide sufficient detail to
al-low the work to be reproduced. Methods already
published 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
citations 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 af-
filiations Where the family name may be ambiguous
(e.g., a double name), please indicate this clearly. Pres-
ent the authors’ affiliation addresses (where the actual
affiliations with a lower - case superscript letter im-
mediately after the author’s name and in front of the
appropriate address. Provide the full postal address
of each affiliation, including the country name and, if
available, the e-mail address of each author.

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

Summary

A concise and factual abstract is required. It should
state briefly the purpose of the research, the princi-
pal results and major conclusions. An abstract is often
presented 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:
only abbreviations firmly established in the field may
be eligible. These keywords will be used for indexing
purposes.
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Instructions to Authors

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, variables are to be presented in italics. Pow-
ers of e are often more conveniently denoted by exp.
Number consecutively any equations that have to be
displayed separately from the text (if referred to ex-
plicitly in the text).

Footnotes

Footnotes should be used sparingly. Number them
consecutively throughout the article, using super-
script 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 them-
selves separately at the end of the article. Do not in-
clude footnotes in the reference list.

Table footnotes
Indicate each footnote in a table with a superscript
lowercase letter.

Artwork

Image manipulation: Whilst it is accepted that au-
thors sometimes need to manipulate images for clar-
ity, manipulation for purposes of deception or fraud

will be seen as scientific ethical abuse and will be dealt
with accordingly. For graphical images, this journal
is applying the following policy: no specific feature
within an image may be enhanced, obscured, moved,
removed, or introduced. Adjustments of brightness,
contrast, or color balance are acceptable if and as long
as they do not obscure or eliminate any information
present in the original.

Electronic artwork

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 se-
quence in the text.
Use a logical naming convention for your artwork
files.
Provide captions to illustrations separately.
Size the illustrations close to the desired dimen-
sions of the printed version.
Submit each illustration as a separate file.

Formats:If your electronic artworkis created in a Micro-
soft Office application (Word, PowerPoint, Excel) then
please supply ‘as is'in the native document format. Re-
gardless of the application used other than Microsoft
Office, when your electronic artwork is finalized, please
“Save as” or convert the images to one of the follow-
ing formats (note the resolution requirements for line
drawings, halftones, and line/halftone combinations
given below): PDF or JPEG. Keep to a minimum of 300
dpi Vector drawings, embed all used fonts.

Please do not:
Supply files that are optimized for screen use (e.g.,
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GIF, BMP, PICT, WPQ); 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
figure. 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 mini-
mum 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 ta-
bles above the table body and indicate them with
superscript lowercase 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 references cited in the abstract must be given in
full. Unpublished results and personal communica-
tions are not recommended in the reference list, but
may be mentioned in the text. If these references are
included in the reference 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 “Personal communica-
tion". Citation of a reference as “inpress” implies that
the item has been accepted for publication. Web ref-
erences: 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., after the reference list) under a different heading
if desired, or can be included in the reference list.

Reference style

Text: Indicate Indicate references by number(s) in
square brackets in line with the text. The actual au-
thors can be referred to, but the reference number(s)
must always be given. However, for more than 6 au-
thors, only the first three should be listed followed by
etal.

List: Number the references (numbers in square brack-
ets) 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 electronic
version of your article. In: Jones BS, Smith RZ, editors.
Introduction to the electronic age, New York: E - Pub-
lishing 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 editor
may confer with other editors or reviewers in making
this decision.

2. Confidentiality

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

3. Disclosure and conflicts of interest

Unpublished materials disclosed in a submitted paper
will not be used either in an editor's own project or by
the members of the editorial board for their own re-
search purposes without the express written consent
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. Personal
criticism of the author is inappropriate. Referees
should express their views clearly with supporting ar-
guments.

5. Acknowledgement of Sources

Reviewers should identify relevant published work
that has not been cited by the authors. Any statement
that an observation, derivation, or argument had
been previously reported should be accompanied by
the relevant citation.

Reviewers should also call to the editor's atten-
tion 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 personal
advantage. Reviewers should not consider manu-
scripts in which they have conflicts of interest resulting
from competitive, collaborative, or other relationships
or connections with any of the authors, companies, or
institutions connected to the papers.
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Duties of Authors

1. Reporting standards

Authors of original research papers should present ac-
curately the work performed and provide an objective
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 re-
search should be acknowledged or listed as contribu-
tors. 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 man-
uscript.

8. Disclosure and Conflicts of Interest
All authors should disclose in their manuscript any
financial 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 inaccu-
racy in his/her own published work, it is the author’s
obligation to promptly notify the journal editor or
publisher and cooperate with them to correct the pa-
per.
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Prognostic factors of renal cell carcinoma. A single center experience, p. 13-20

Prognostic factors of renal cell carcinoma.
A single center experience

Nikolaos Grivas, Vasilios Kafarakis, loannis Tsimaris, Stella Chatzistamou, Xrysanthi Counavou,
Apostolis Paxinos, Nikolaos Kalampokis, Konstantinos Hastazeris, Nikolaos Stavropoulos
Department of Urology, G. Hatzikosta General Hospital, loannina, Greece

Introduction-Objective: A Several algorithms have been de-
veloped for the prognosis of renal cancer. Aim of our study was
to investigate the prognostic significance of certain clinical and
pathological factors of renal cell cancer.

Materials and Methods: 114 patients who underwent radi-
cal nephrectomy in our Hospital were examined. Parameters
including age, gender, mode of presentation, hematological
and pathological parameters. All were evaluated for their role
as predictors of disease free and overall survival.

Results: Median follow up was 69 months. Predominant his-
tological type, pathological stage and nuclear grade were clear
cell carcinoma, pT1 and Fuhrman Il, respectively. 5 year overall
and disease free survival were 86% and 82 %, respectively.
Only nuclear grade (p = 0.02) and preoperative anemia (p <
0.01) were correlated with overall survival, while pathological
stage, nuclear grade, anemia and neutrophil-to-lymphocyte

ratio of 2.7 or greater were associated with disease free survival
(p=0.02, p=0.038, p<0.01, p = 0.049 respectively). In the
multivariate setting, anemia (p = 0.04) and pathological stage
(p=0.026) were the only independent statistically significant
predictors of disease-free survival while anemia (p = 0.018)
and neutrophil to lymphocyte ratio > 2.7 (p = 0.034) were the
only factors correlated with overall survival.

Conclusions: Due to the wide application of various imaging
studies, patients with kidney cancer are diagnosed more often
with localized disease and favorable pathological features. Fuhr-
man nuclear grade, pathological stage, preoperative anemia
and neutrophil to lymphocyte ratio are strongly associated with
survival. In localized disease, such information could be used to
guide the intensity of follow-up and identify high-risk patients
who can be targeted for adjuvant therapy trials.

Nikolaos Grivas, Vasilios Kafarakis, loannis Tsimaris, Stella Chatzistamou, Xrysanthi Counavou,
Apostolis Paxinos, Nikolaos Kalampokis, Konstantinos Hastazeris, Nikolaos Stavropoulos
Prognostic factors of renal cell carcinoma. A single center experience

Hellenic Urology 2019, 31(3): 13-20

Corresponding author:

Nikolaos Grivas, M.D., Ph.D.

Department of Urology, G. Hatzikosta General Hospital, Makriyianni Avenue, loannina, Greece
E-mail: nikolaosgrivas@hotmail.com
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Introduction
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Prognostic factors of renal cell carcinoma. A single center experience, p. 13-20

the time from date of nephrectomy

) Key words to the date of death from any cause.

Renal cell carcinoma (RCC) accounts Nephrectomy; DFS was defined as time to the date

for approximately 3% of adult malignan- prognosis; of progression of disease and/or to

cies and 90-95% of neoplasms arising renal cell carcinoma; the date of death from disease while
from the kidney. It represents the sixth ]

most frequently diagnosed cancer in

men and the 10th in women [1].The

highest incidences have been recorded

in North America, Australia/New Zealand and Europe,
with lower rates in Africa, Asia and the Pacific [2]. In men,
the mortality rate per 100,000 population fell from 4.8
in 1990-1994 to 4.1 in 2000-2004; in women, the rate
fell from 2.1 to 1.8 [3].

Several prognostic models have been created in
order to stratify patients in risk groups [4]. Laboratory
abnormalities, including anemia, hypercalcemia, liver
dysfunction, neutrophilia, neutrophil to lymphocyte ra-
tio (NLR) of 2.7 or greater, thrombocytosis and elevated
markers of inflammation, have all been acknowledged
as predictors of poor survival in RCC [5,6]. Pathologic
features, such as nuclear grade, tumor-node-metasta-
sis (TNM) stage [7] and histologic subtype, have been
assessed as potential prognostic factors. Currently the
choice of the more appropriate algorithm or nomogram
is an unresolved question [8].

In this study, we retrospectively analyzed the clini-
copathological factors of patients with non-metastatic
RCC treated with radical nephrectomy. Additionally
the relationship between survival and each variable
was recorded.

Patients and methods

We retrospectively reviewed all patients with RCC
who underwent radical nephrectomy in our Hospital.
Recorded clinical features included age, gender and
mode of presentation. Routine laboratory variables were
measured from preoperative blood samples, including
hemoglobin, neutrophil count, lymphocyte and platelet
count, serum sodium, alkaline phosphatase and calcium.
NLR was calculated by dividing the absolute neutrophil
count by the absolute lymphocyte count. Anemia was
defined as hemoglobin < 13.5 g/dL in males and < 12.0
g/dL in females. Pathologic features assessed included
histologic subtype, TNM stage, Fuhrman nuclear grade,
tumor size, and presence or absence of sarcomatoid
differentiation. Overall survival (OS) and disease free
survival (DFS) were recorded and correlated with the
above clinical and pathological parameters. OS was

No patients received new adju-
vant therapy preoperatively and/ or
synchronic postoperative adjuvant
therapy. All patients had negative margins. Lymph-
adenectomy was restricted to staging purposes with
dissection of palpable and enlarged lymph nodes.
Exclusion criteria were the following: pathologically
confirmed urothelial carcinoma, specimens with tissue
unavailable for accurate evaluation, patients with lymph
node or distant metastases and patients treated with
partial nephrectomy.

The prognosis of these patients was determined
from information from hospital charts and telephone
follow up. The data obtained were recorded on a stan-
dard research form and filled in a database. All patients
were followed up every 6 months in the first three years
after surgery and every year thereafter by physical ex-
amination, blood chemistry analysis, chest X-ray, and
abdominal enhanced computer tomography (CT).

Regarding statistical analysis, univariate and multi-
variate Cox proportional hazards models were used to
assess the predictive ability of the hematologic, bio-
chemical and pathological baseline characteristics on
DFS and OS. The Kaplan-Meier technique was used to
evaluate OS and DFS and the log rank test was used to
compare survival curves with p < 0.05 as the significance
cutoff. SPSS software ver. 13.0 (SPSS Inc., Chicago, IL)
was used to perform the statistical analysis.

Results

Clinicopathological characteristics of the 114 pa-
tients who were included in the study are summarized
in Table 1. There were 80 (70.1%) men and 34 (29.9%)
women with a median age of 64 years old. Right kidney
was most often (56.9%) affected. Half of the patients
presented with a mass identified incidentally in ultra-
sound or computer tomography examination. Gross
hematuria and flank pain were the first symptom in
21.1% and 7.8% of the patients, respectively. Median
sodium level was 142,

Histological findings confirmed RCC in 90 (78.9%)
patients, while 15 (13.1%) had papillary tumor and 5
(4.4%) chromophobe tumor. One group of 4 patients
(3.6%) presented sarcomatoid features. When our pa-
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Clinicopathological characteristics of the patients

Characteristics

Sex

Male

Female
Median age at diagnosis
Symptoms

Incidental

Hematuria

Flank pain

Other
Histology type

Clear cell

Papillary

Chromophobe

Sarcomatoid
T stage

T

12

3
Fuhrman grade

1

2
3
4

tients were stratified according to pathological stage
there were 71 (62.2%) with stage pT1, 13 (11.4%) with
stage pT2 and 30 (26,4%) with stage pT3. Regarding
Fuhrman grade, 23 patients (20.2%) were classified as
grade |, 64 (56.1%) as grade Il, 21 (18.4%) as grade llI
and 6 (5.3%) as grade IV.

At the time of data analysis, median length of follow
up from nephrectomy was 69 months (range, 1-179
months). Survival data existed for 103 patients. OS rates
from nephrectomy for all patients were 93% for 1 year,
88 % for 3 years and 85% for 5 years. DFS rates at 1, 3,
and 5 years were 94%, 88%, and 82% respectively.

Fuhrman nuclear grade (Figure 1) and preoperative
anemia (Figure 2) were the only factors significantly as-
sociated with OS (p =0.02 and p < 0.01 respectively). The
differences in OS were not significant between histolog-
ical subtypes (p = 0.14) and TNM pathological stage (p =
0.17). Additionally, OS was not associated with age (p =
0.68), gender (p =0.93), mode of presentation (p = 0.18),

Number of patients (%)

80(70.1)
34(29.9)
63.5

57 (50)
24(21.1)
9(7.8)
24(21.1)

71(62.2)
13(11.4)
30(26.4)

23(20.2)
64 (56.1)
21(18.4)
6(5.3)

Figure 1. Patients with Fuhrman Ill-IV had a worse
overall survival rate. (Kaplan-Meier log rank test,
p=0.02)
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Figure 2. Patients with preoperative anemia had
a worse overall survival rate. (Kaplan-Meier log
rank test, p < 0.01)
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Figure 3. Patients with pathological stage pT2-pT3
had a worse disease free survival rate (Kaplan-Meier
log rank test p = 0.02)
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thrombocytosis (p =0.37), NLR = 2.7 (p = 0.12), sodium
levels below median (p = 0.09) hypercalcemia (p =0.53)
and abnormal alkaline phosphate levels (p = 0.59).
Pathological stage (p = 0.02), Fuhrman grade (p
= 0.038), preoperatively anemia (p < 0.01) and NLR >
2.7 (p = 0.049) were the only factors predictive of DFS
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Figure 4. Patients with Fuhrman Ill-IV had a worse
disease free survival rate (Kaplan-Meier log rank
testp =0.038)
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Figure 5. Patients with preoperative anemia had
a worse disease free survival rate. (Kaplan-Meier
log rank test, p < 0.01)
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(Figures 3-6). Histological subtypes (p =0.10), age (p =
0.94), gender (p = 0.58), mode of presentation (p = 0.33),
thrombocytosis (p = 0.35), sodium levels below median
(p = 0.06), hypercalcemia (p = 0.53) and abnormal al-
kaline phosphate levels (p = 0.57) had no significant
impact on DFS.
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Figure 6. Patients with preoperative NLR = 2,7 had
a worse disease free survival rate. (Kaplan-Meier
log rank test, p = 0.049)
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Among all patients with RCC, the only factors which
found to be independent statistically significant predic-
tors of OS in the multivariate setting were preoperative
anemia (p = 0.018) and NLR = 2,7 (p = 0.034). On mul-
tivariate analysis of DFS, only pathological stage (p =
0.026) and preoperative anemia (p = 0.04) proved to be
independent significant predictive factors.

Discussion

The incidence of RCC has clearly risen over the past
20 years, largely due to the widespread utilization of non
invasive imaging modalities such as ultrasonography,
CT scan and MRI. There is a stage migration to smaller
localised renal tumours, which has been stabilized, and
better disease specific survival [9]. Surgery remains
the only curative therapy despite the introduction of
a number of new promising treatment options such
as nephron-sparing surgery and thermal ablation [10].

Classical prognostic factors for non-metastatic RCC
include anatomical, histological, clinical and molecular
features. Kattan et al. were the first authors to develop a
nomogram to predict the probability of RCC recurrence
after nephrectomy [11]. Currently the most commonly
used prognostic models for localized RCC are the Uni-
versity of California Los Angeles integrated staging
system (UISS) and the Stage, Size, Grade, and Necrosis
(SSIGN) developed at the Mayo Clinic. UISS predicts
patient survival by integrating the TNM stage, Fuhr-

man’s grade, and Eastern Cooperative Oncology Group
(ECOQG) performance status (PS), while SSIGN calculates
prognostic score according to Stage, Size, Grade, and
Necrosis (SSIGN) [12,13]. The use of prognostic indica-
tors, might play a crucial role in predicting outcome
and adopting new adjuvant treatments to the needs
of individual patients. Patient profiling and assigning
into risk categories, is an important concept as it allows
prediction of tumour behaviour and therefore patient
prognosis [14]. Additionally, it allows the selection of the
most suitable therapeutic option for each of them [15].

As shown in the results, our patients had an excellent
prognosis with 5-year OS and DFS of 85% and 82%,
respectively. In the present study, we found that 74%
of RCCs were pathologically localized at the moment
of the initial diagnosis. On univariate analysis Fuhrman
nuclear grade and preoperative anemia were indepen-
dent predictor of OS and DFS while pathological stage
and NLR = 2,7 were independent factor of DFS. Notably,
histological type of the primary tumour failed to be an
independent predictor of OS and DFS. Concerning the
other prognostic factors, we found that age, mode of
presentation, thrombocytosis, sodium levels below me-
dian, hypercalcemia and abnormal alkaline phosphate
levels were not associated with OS and DFS.

Only the pathological stage and preoperative ane-
mia remained significantly associated with DFS upon
multivariate analysis. OS remained associated with ane-
mia and NLR. Several of our findings confirm previous
associations [16,17]. Most authors agree that TNM stage
and Fuhrman nuclear grade are the strongest indepen-
dent prognostic factors for localized RCC [18]. With re-
gard to tumour grade, Fuhrman nuclear grade is widely
applied in RCC of all histological subtypes, although
little evidence indicates that it has prognostic use for
tumour types other than clear cell RCC [19]. Preoperative
anemia is established adverse prognostic factor, while
recent studies confirm that pre- and post-treatment
NLR is a significant prognostic factor for recurrence in
patients with clear cell carcinoma [20, 21].

There are recently published results in non meta-
static RCC from studies aiming to investigate the use of
targeted agents in the adjuvant, postoperative setting
in the context of surgical treatment. The S-TRAC study
showed improved DFS in high-risk patients (according
to the UISS staging system) receiving a nephrectomy
prior to randomization to either sunitinib or placebo
treatment for 1 year [22]. The PROTECT trial evaluates
the efficacy and safety of pazopanib in patients with
T2-T4 clinical stage showing improved progression free
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survival [23].In the ASSURE study, patients with stage
[I-IV disease were stratified and randomized to treatment
with sunitinib, sorafenib as adjuvant therapy following
nephrectomy, though no difference was shown in DFS
[24].

Approximately 20-30% of patients diagnosed with
kidney cancer present with metastatic disease and a
similar percentage of patients with initially localized
disease experience a relapse and develop metastatic
disease [25]. The introduction of vascular endothelial
growth factor (VEGF)-pathway inhibitors (e.g., sunitinib,
sorafenib, pazopanib, and bevacizumab) and mTOR in-
hibitors (e.g., everolimus and temsirolimus) has substan-
tially improved the outcomes of patients with metastatic
RCC [26].These agents have largely replaced cytokines
(immunotherapy) in treatment-naive patients [27]. De-
spite new promising therapies, metastatic RCC is one of
the therapy resistant malignancies. Therefore, methods
to predict which patients are likely to develop metasta-
ses are needed, and it is also important to identify those
that respond to various treatments [28].

The limitations to the present study are inherent to
its retrospective nature and the relatively small number
of patients. We also could not study some preoperative
biological prognostic factors (such as C-reactive protein,
Lactate dehydrogenase, Erythrocyte Sedimentation
Rate) because of the lack of data. The potential inter-ob-
server variability in the determination of the histological
variables may represent limitations in the interpretation
of the results obtained in the study.

Prognostic factors that can risk stratify patients, pre-

dictive biomarkers that can help individualize treatment
selection and predict a patient’s response to therapy,
facilitate the better understanding and treatment of the
disease [29]. Despite their adequate prognostic ability,
none of the established prognostic models is 100%
accurate. In consequence, the search for more accurate
markers continues. Molecular events that can unveil
the biologic heterogeneity underlying the varied clin-
ical behaviour of RCC may help improve individualised
prognostication and risk-stratified clinical decision mak-
ing [30]. Novel prognostic factors and more up-to-date
models are urgently needed for patients with localized
and metastatic RCC, especially in the era of targeted
therapies [31].

Conclusion

Our findings confirm the potential role of histologic
features and hematological parameters as predictive
tools of RCC. Prognostic models should widely be used
in the clinical practice to counsel patients, plan sur-
veillance protocols and select appropriate candidates
for inclusion in adjuvant treatment protocols. Further
improvements in our ability to predict RCC prognosis
will rely on the integration of molecular and genetic
markers in the currently established models.
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MepiAnyn

EIXATQIH: Exouv avamtuyBei moAhoi a)-
yopiBpoL yia TNV MPOYVWON TOU KapKivou
TOU ve@PPOU. 2TOX0C TG HENETNC pag fTav
n lepelvnon e MPOYVWOTIKAS onpaciag
OUYKEKPIPHEVWY KAVIK®V Kat TaBoAoyiKwy
TapayovTwv Tov KapKivou Tou Veppou.
YAIKO/MEOOAOZ: E¢etdotnkav 114 aobe-
vei¢ mou umoPARBnkav o€ pI{Ikr veppekTopr 0T NosoKopEio
uac. Mapdpetpol mou a&lohoynBnkav frav n nAikia, To GUAo,
T0 apX1K6 o0PMTWHA, KaBwC kat apatohoyikéq Kat maBoAoyikég
napayetpot. Kataypa@nke n 6UOXETION TOUG pE TRV GUVONIKN
kar v eedBepng vooou empiwon.

ANMOTEAEZMATA: H §1dpeon mapakohouBnon fitav 69 privec. 0
kupiapxog lotohoyikdg Tomog, To maBooyikd aTddio Kai o faduoc
kakonBeiac Fuhrman frav to G1avyoKUTTAPIKO KapKivwpa, T0
01ad1o pT 1 katto Fuhrman Il, avtiototya. H 5€tri¢ ouvolik kat
ehelBepnc voaou empPiwon frav 86% Kat 82%, avtiototya. Movo
0 BaBuoc kakonBerag (p = 0.02) Kat n MPOEYXEIPNTIKK avapia (p
<0.01) ouoxetionkav e T ouvolikn empinon, vw To mabo-
oy1ko otddio, o fabudc kakoriBetag, n avaia kai n avadoyia

‘/ Né€erc
EVPETNPLACHOV
vEQpeKTOpN, mpdyvwon,

KapKivog veppou, empiwon

0UETEPOPINWV-NELPOKUTTAPWY = 2,7
OUOXETIOTNKAV e TV eAelBEPNG VOGOU
empiwon (p=10.02, p=0.038, p < 0.01,
p = 0.049, avtioTotya). Znv moAumapayo-
vTIKI avahuon, n avapia (p = 0.04) kat o
nafoAoyiké otddio (p = 0.026) frav ot po-
VoL Qve&apTnTOL POYVWOTIKOI TAPAYOVTEC
NG eAeuBepng vooou empinong evw n avaia (p = 0.018) kat
n avahoyia oudeTepd@Awv-AeppokuTTapa = 2,7 (p = fitav ol
HOvoL TapdyoVTEC TOU OUOXETIOTNKAV e TN GLVONIKI EMBiwon.
LYMMEPAZMATA: Ot aoBeveic e ve@POKUTTAPIKG KAPKivo
dlaytyveokovtal ouxvOTEpa e evtomiopévn acBévela kat euvoika
nafoloyika yapakmpiotikd. O Babudg kakoriBeiag Fuhrman, o
naBoAoyiko 0Tad1o, N POEYXEIPNTIKI avatyia Kat ) avaloyia
0VOETEPOPINWV-AEPPOKUTTAPWV EPpavilouy LoXupry BUOYETION
pe v empiwon. Ta mapandvw dedopéva Ba pmopovoav va
xpnotpomotnBouv yia va katevBovouv To pubué tou follow up
katva evromioouv Toug aoBeveic upnAol Kivdivou 6Toug omoioug
LMOPOUV Va EQAPHOOTOUV VEEC OTOXEVIEVEC Depaneiec.
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INTRODUCTION/AIM: Chronic prostatitis (CP) is an inflamma-
tory condition of the prostate causing a variety of symptoms.
Since clinical presentation varies widely and differential diag-
nosis includes life threating conditions, CP is often overlooked.
Moreover, despite having negative impact on patients’ quality
of life, CP receives a somehow little attention in clinical practice
in comparison with other urological conditions. In this paper we
present clinical patterns of chronic prostatitis recorded in 1624
visits aiming to determine the incidence of NIH categories of
chronic prostatitis among patients referring to a single Hellenic
tertiary care center with symptoms of prostatitis and to describe
the clinical characteristics of chronic prostatitis on our population.
MATERIAL: The clinical sample used in the study consisted of

medical records of individuals with reported pelvic discomfort,
genital pain, lower urinary tract symptoms and sexual dysfunc-
tion, and from patients with febrile relapses of chronic bacte-
rial prostatitis, visiting the Urology Department of the Tzaneio
Prefecture General Hospital of Piraeus, between 03/2009 and
03/2019. Patients with febrile prostatitis were evaluated with
a single mid-stream "clean" urine sample culture while in all
remaining cases, the Meares and Stamey test —or the two glass
test— was performed. Bacterial identification was performed
using the Vitek 2 Compact system and the sensitivity test was
performed with the disc and the Vitek 2 system. Demographic,
microbiological and clinical history of each assessed patient
were reviewed.
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RESULTS: 409 patients were presented with a single set of CP
like symptoms and were recorded with up to three visits (in-
cluding follow up) and 160 were presented with one or more
relapses. In total, 307 patients were diagnosed with chronic
bacterial prostatitis (CBP). More than half of them had history
of prostatitis. Of the remaining, thirty one (31) were diagnosed
with cystitis-prostatitis, while in 63 patients the EPS/VB3 cultures
were negative despite the presence of bacteria in the specimens.
These cases were considered as possible CBP cases. In 154 cases
symptoms were attributed to diseases other than prostatitis.
Forty one (41) patients were initially diagnosed with chronic
non-bacterial inflammatory prostatitis (C(NBP Inf) and 71 with
chronic non-bacterial non-inflammatory prostatitis (CNBP Non-
-Inf). Awide variety of symptoms and combinations of them were

Introduction/Aim

Chronic prostatitis (CP) is an inflam-
matory condition of the prostate causing
a variety of symptoms. As it rather con-
sist a clinical diagnosis, the decision for
microbiological confirmation depends
on clinicians’ suspicion. However, recognizing CP can be
difficult, as history, examination and clinical presentation
are highly variable’. In addition differential diagnosis
includes some life threatening conditions that attract at-
tention while CP fails to do so. Moreover, although the
Meares-Stamey test is the gold standard to diagnose CP,
it is rarely used in practice due to time constraints and
the difficulty obtaining samples?. For these reasons, CP is
often overlooked and many cases remain undiagnosed.
Finally, despite having negative impact on patients’ qual-
ity of life, CP receives a somehow little attention in clinical
practice in comparison with other urological conditions
as shown by the relatively low numbers of relative pub-
lications?. The aim of our study was to determine the
incidence of NIH categories of chronic prostatitis among
patients referring to a single Hellenic tertiary care center
with symptoms of prostatitis and to describe the clinical
characteristics of chronic prostatitis on our population.

Material

The clinical sample used in the study consisted of
medical records of individuals with reported pelvic dis-
comfort, genital pain, lower urinary tract symptoms

22

‘/ Key words

Chronic prostatitis,
prostate, infection,
epidemiology, symptoms

Chronic prostatic infection: Epidemiology and clinical characteristics, p. 21-27

associated with CP. Of note, most patients note some degree of
genitourinary pain or discomfort. Common presentations include
also dysuria, frequency and new onset sexual dysfunction without
other aetiology as well. Few patients were initially presented with
febrile relapses of (BP. No differences in symptoms incidence and
duration was found among CBP, CNBP Inf and CNBP Non-Inf.
(linical improvement was reported by 267 patients.
CONCLUSIONS: A wide variety of symptoms and combinations
of them were associated with CP. Being nonspecific symptoms
may confuse diagnosis and for this reason CP may be under-
estimated and undertreated. It is important to identify these
symptoms in order to diagnose CP and select the optimal treat-
ment according to (P category in order to improve the quality
of life and the social function of the patient.

and sexual dysfunction, and from pa-
tients with febrile relapses of chronic
bacterial prostatitis (CBP), visiting the
Urology Department of the Tzaneio
Prefecture General Hospital of Piraeus,
between 03/2009 and 03/2019.

Demographic, microbiological and
clinical history of each assessed patient, were reviewed.
Patients suffering from conditions that influence bacte-
rial virulence or host response (eg. immunodeficiency,
abnormalities of the urogenital system) and patients
who received antibiotics or immunosuppressive treat-
ment within 4 weeks of the visit were excluded from
the study.

Included patients were clinically evaluated and un-
derwent the Meares-Stamey “4-glass” test, based on
cultures of first-void (VB1), midstream/pre-prostatic
massage (VB2), expressed prostatic secretions (EPS)
and post-prostatic massage urine (VB3) specimens. Few
cases underwent the “two-glass” test?, assessing the
sole VB2 and VB3 specimens. Depending on medical
history and specific symptoms, urethral smear cultures
and total ejaculate cultures were additionally obtained
from several patients. Patients presenting with febrile
prostatitis were investigated by a midstream urine cul-
ture (MUC) only. Given that no standard cut-off level
of the number of bacteria in both urine and prostate
secretion samples is defined by consensus for the di-
agnosis of chronic bacterial prostatitis, we defined no
lower acceptable level for either one.



HELLENICUROLOGY

Chronic prostatic infection: Epidemiology and clinical characteristics, p. 21-27

Patient demographic and clinical data

Clinical sample
Number of visits
Number of patients
Lost to follow up
Diseases other than prostatitis
(BP
(ystitis-prostatitis
Possible CBP
CNBP Inf
CNBP Non-Inf
Demographics
Average Age

Chronic prostatitis history

Bacterial identification was performed using the
Vitek 2 Compact system and the sensitivity test was
performed with the disc and the Vitek 2 system.

Appropriate antimicrobials were administered to
confirmed cases of CBP accordingly to antibiogram for
a period of 4 weeks (a few patients received a 2 week
treatment regimen) and the remaining received treat-
ment based on the UPOINT phenotypic classification
system. Follow-up included interview, physical exami-
nation and the Meares-Stamey test.

The local Ethical Committee approved the research
protocol for the present retrospective study.

Results

Clinical patterns of chronic prostatitis recorded in
1624 visits (between 03/2009 and 03/2019) owing to
prostatitis like symptoms investigation and ordinary
follow up were reviewed. Ninety out of 659 recorded
patients were lost to follow up and were excluded from
the study. Most (409) were presented with a single set of
CP like symptoms and were recorded with up to three
visits (including follow up) and 160 were presented
with one or more clinical relapses. In total, 307 patients
were diagnosed with CBP. More than half of them had
history of prostatitis. In 63 patients the EPS/VB3 cultures
were negative despite the presence of bacteria in the
specimens. These cases were considered as possible
CBP cases. In 54 cases symptoms were attributed to
diseases other than prostatitis. Of the remaining, thirty
one (31) were diagnosed with cystitis-prostatitis (bac-
terial colonies in VB1 and VB2 samples were higher in

1624

number compared to VB3), forty one (41) patients were
diagnosed with chronic non-bacterial inflammatory
prostatitis (CNBP Inf) and 71 with chronic non-bacterial
non-inflammatory prostatitis (CNBP Non-Inf) (Table 1).
A wide variety of symptoms and symptoms combina-
tions were associated with CP. Main symptoms were
reported to begin slowly and in mild form, alternating
periods of absence with moments of worsening. In
most cases, symptoms lasted more than three months
before the diagnosis. However, during relapse phases,
the patients could promptly recognise the symptoms.
Almost all patients note some degree of genitourinary
pain or discomfort. Common presentations included
also dysuria, frequency and new onset sexual dysfunc-
tion without other aetiology. Few patients were initially
presented with febrile relapses of CBP (Table 2). No
differences in symptoms incidence and duration were
found among CBP, CNBP Inf and CNBP Non-Inf.

As far as the outcomes of follow-up visits are con-
cerned, 267 patients reported elimination of symptoms/
clinical improvement; though only 149 were completely
cured (Table 3).

Discussion

Traditionally, category Il chronic bacterial prostatitis
(CBP) is defined as recurrent symptomatic UTls caused
by the same organism detected in prostatic secretions,
occurring between asymptomatic periods®. Diagnosis is
easy and is primarily based on history, physical exami-
nation and urine culture. Nonetheless, current evidence
shows that CP and CBP patients are mainly presenting
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Main symptoms
N ‘ Main symptom
273 Scrotal and/or testicular pain and coexisting symptoms, if any
19 Pain in the pelvic area and coexisting symptoms, if any
82 Perineal discomfort and coexisting symptoms, if any
56 High fever or low-grade fever associated with a history of prostatitis
44 Penile burning and coexisting symptoms, if any
27 Pain localized to the prostate and coexisting symptoms, if any
Outcomes of follow up visits
Diagnosis ‘
(ystitis & CBP 29 (93.54%)
CNBP Inf 15 (39.47%)
CNBP Non-Inf 20 (28.16%)
(BP 189 (61.56%)
Possible CBP 14(22.22%)
N 267

with symptoms comprising genitourinary pain and uri-
nary, sexual and/or ejaculatory disturbances®. In such
a case, differential diagnosis is difficult and includes
acute cystitis, benign prostatic hyperplasia, urinary tract
stones, bladder cancer, prostatic abscess, enterovesical
fistula, and foreign body within the urinary tract’. Diag-
nosis requires additional tests such as imaging, cytology,
endoscopy and prostatic secretion culture, and urine
specimen testing pre- and post-prostatic massage. The
key symptom that poses the suspicion for CP is pain.
In fact, the majority (89.48%) of our study population
showed a complex clinical presentation combining pain
with genitourinary symptoms. However, while perineal
discomfort, suprapubic pain and pain localized to the
prostate can be easily attributed to prostatitis, other
symptoms such as scrotal/testicular pain, premature
ejaculation and penile burning cannot. Actually, the
most frequent symptom in our study was nonspecific
scrotal/testicular pain (36% of cases). In a similar study,
testicular pain was highlighted as the patients’ main
clinical manifestation (44.3%), followed by ejaculatory
discomfort (27.9%) and haemospermia (26.2%)3.
Given that the diagnostic workup of chronic orchialgia
not includes systematic methods for evaluating underly-
ing prostatitis, many cases can be easily misinterpreted.
Thus, the aetiology of chronic orchialgia remains currently
unknown with up to 50% of the cases attributed to an
idiopathic aetiology®. Yet, the pathophysiology of chronic

24

| CBP | CNBPInf | CNBP Non-Inf
v v v
v v v
v v v
v
v v v
v v v
Treated ‘ N
31
4
71
307
63

nonspecific scrotal/testicular pain is not well understood,
but reminds that of prostatitis-induced pelvic pain, as it
involves nerve sensitization following repeated stimula-
tion leading to modulation of these pathways, ultimately
resulting in spontaneous firing.

Premature ejaculation was characterized as being
psychogenic in origin and so the diagnostic workup
is focused on IELT assessment, perceived control and
distress. In patients with hematospermia, the diagnostic
workup is usually limited to urinalysis and testing for
sexually transmitted infections". Since the workup of
both conditions does not include systematic methods
for evaluating a possibly underlying CBP, we only eval-
uated those cases with some association with CBP. As
a matter of fact, in our study only 4 patients presented
with hematospermia and one with acquired premature
ejaculation. All these patients reported a history of CBP
and 3 of them had coexisting symptoms that overlap
with those of chronic prostatitis.

While hematospermia is mainly caused by genito-
urinary inflammatory disorders, very few studies pro-
vide data regarding CBP-associated hematospermia,
diagnosed with the use of robust prostatitis evaluation
methods. Two recent studies associated more than half
of the evaluated hematospermia cases with evidence
of CBP'2'3, The pathogens most frequently associated
with hematospermia appear to be Staphylococcus aureus
and Ureaplasma urealyticum®.
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Previous studies demonstrated a quite similar prev-
alence (47.8 and 52% respectively) of CBP in patients
with premature ejaculation' ', Therefore, examination
of the prostate, both physically and microbiologically,
should be considered during assessment of patients
with hematospermia and premature ejaculation.

In our study 10.52% of the patients were presented
with episodic or persistent relapsing urinary tract in-
fections. This finding is in accordance with the general
perception about the development of CBP, since after
an episode of acute bacterial prostatitis approximately
5-10% of patients may progress to chronic infection'®".
However, more than 50% of the patients presenting
with pain accompanied or not by urinary, sexual and/or
ejaculatory disturbances reported a previous diagnosis
of prostatitis (either acute or chronic).

Up to 25% of men receive a diagnosis of prostatitis
in their lifetime, but <10% have a proven bacterial in-
fection’®. Contrary to the general concept, in this study
the bacteriologically proven incidence of CBP among
men with prostatitis symptoms was high. The reason
explaining such finding is possibly the fact that we de-
fined no lower acceptable level for bacterial colonies
in both urine and prostate secretion samples for the
diagnosis of chronic bacterial prostatitis. Moreover, the
fact that we recognised certain Gram-positive bacteria
as pathogenic may have also contributed to this dif-
ference. It should be also mentioned the possibility of
false negative CBP diagnosis. In our study 12.37% of
the patients had negative EPS/VB3 cultures despite the
presence of bacteria in the specimens. It is possible that
the rate of false negative CBP diagnoses could be even

greater given that obligate intracellular parasites and
intracellular bacterial communities in human urinary
tract are non-visible in urinalysis'. Therefore, if urine
cultures show no growth, a nucleic acid test for C. tra-
chomatis and culture of prostatic fluid for ureaplasmas
could be considered. If these tests are also negative, an
alternative diagnosis should be considered?®.

To our best knowledge, published studies examining
CBP epidemiology in Greece are extremely rare with
one from the same geographical region (Attica) report-
ing diagnosis of CBP to be established in 26.9% of the
total cohort?'. A higher frequency of CBP in Greece is
not to be excluded since significant variations in CBP
incidence exist even among limitrophe geographical
arias. In Italy for example, the prevalence appear to be
higher in central than in central-northern, northern and
southern regions and the Isles as well?2

Clinical improvement is as successful as the under-
lying etiology is simpler and clear. In fact in our study,
cystitis and CBP showed the higher success rate and
CNBP Non-Inf and Possible CBP the lower.

Conclusions

Chronic prostatitis syndromes share similar clinical
characteristics but vary widely in response to treatment.
The wide variety of nonspecific symptoms and symp-
toms combinations associated with CP may confuse
diagnosis. Thus recognizing and managing clinical fea-
tures that raise the suspicion of this entity is important
for clinicians in order to diagnose it and select the opti-
mal treatment according to CP category.
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MepiAnyn

EIZATQIH/ ZKOMOZX: H ypovia mpootatitida

v

AMOTEAEXMATA: 409 aoBeveic pe ou-

(XI) eivar pua @Aeypovadng katdotaon Tou AE&I( pmtwpata XM kataypdenkav o€ éwg Kat
TPOOTATN MoU TPOKaAEi pia motkiAia oupmTw- evpeTnplao }lOl'J Tpel¢ emokéYelg (oupmephapBavopévng
parwv. Aedopévou ot n KMvIKiy mapouaiaon Xpovia mpoorarinda, e emiokeYPng mapakohoubnong) kat 160
TOIKINEL evpéw Kat n Stagopikiy Sidyveon mpootdng, Aoipwén, 0€ TIEPIOOOTEPEC A0 TPEIC EMOKEPEIC KaboTl

nepihapBavel opiopévec ameIANTIKES yia T
(wn kataotdoelc, n XM ovxvd mapaPAénetat.
EmmA¢ov, mapd to yeyovoc 0Tt Exet apvnTikO
avtiktumo otnv mot6tnTa {wn¢ Twv acBevwy, n XM yivetat avti-
Keievo pIKpn¢ mpoaoxi¢ 0Ty KAVIKK IPAKTIKY) O€ GUYKpLON
He GAEC oupoloyIkéC KaTaaTAaEIC. 2TV mapoloa epyacia ma-
pouatd{oupe KAvikd povtéha xpoviag mpootatitidag mov Kata-
ypa@nKav o€ 1624 eMOKEPEIC e 0TOXO TOV TPOTSIOPIOHO TNG
emmtwong Twv katnyoplwv xpoviag mpootatitidac NIH petadd
aoBevwv mou avapépovtal o< éva eviaio kévipo TpitoPadpiag
@povtidag pe oupnTwpata mpootatitidag kat v meptypagn
TWV KMVIKWV XapaktnpLoTIKW TG Xpoviag mpoatatitidag atov
mAnBuopo ¢ mEPLOYAS pag.

YAIKO: To kAwviké deiypa mov xpnotpomotjfnke otn pehém
nepleNappave latpikd apyeia atdpwv pe avapepbeioa mehiki
duogopia, mOVo yEVWNTIKWY 0pYAvVWY, CUPTITWHATA Ao TO Ka-
TWTEPO OUPOTIOINTIKO CUOTNHA Kat e€ovalikr) duoheitoupyia
kat amd aoBeveic pe umotpomAalouaeg umoTpomeC xpoviag Paktn-
plakn¢ mpootaritidac, mou emoké@Bnkav To Turpa Oupodoyiag
1o Taveiou Mevikol Nogokopeiou Mepatd, petadh 03/2009 kat
03/2019. O1 aoBeveic pe epmupetn mpootartitda adohoyribnkav
He éva povo deiypa péong o0pnong evw o€ OAEC TIC uTOAOITEC
MEPUTTWOELG TpaypatomoliBnke n dokiur Meares kai Stamey
n dokipn Twv 600 detypdtwv. Aieéiyon Paktnpiaki tavtomoi-
non xpnotgomotwvtag to cvotnpa Vitek 2 Compact kat dokipn
evaioBnaiag mov mpaypatomouBnke pe didxvon diokov Kat 0
obotnpa Vitek 2. lpoadiopioTnke To dnpoypa@iko, pikpoPioro-
YIKO Kat KMvIKO 10TOpIKO KABe ekTipoupevou aoBevolc.

emonpuiooyia, cupmtwpata

apougiacav pia | mEPIO0OTEPES UTTOTPOTEC.
YuvoAikd, 307 aoBeveic dlayvwotnkav pe
Xpovia faxtnplaki mpootatitda (XBI). Me-
PLO0OTEPOL MO TOUC MO0V Eixav 1OTOPIKO ipoaTaTtitidac. Amo
Tou¢ umoAotmoug, Tpiavta éva (31) dlayvwatnkav pe Kuotitda-
npootatitda, eve o€ 63 aobeveic ot kaliépyetec EPS / VB3 fitav
apVNTIKE Mapd T mapouaia Baktnpidiwv ota deiypata. Autég
oL mepimtwoelg BewpriBnkav mbavég mepumtwoeig XBI. Xe 154
TEPUTTWOELC T OLPMTWHATa amodoBnKav o€ GAeC aoBéveleg extog
an6 mpootatitida. Zapdvta évag (41) aoBeveic dlayvwotnkav e
Xpovia pn Baktnplakn mpootatitda eAeypovwdoug tomou (XMB
OAeypovwdng) Kat 71 pe xpovia pn Baktnplakn mpootatitida
Hn-@Aeypovwdoug omou (XMB Mn OAeypovwdng). Kai ta tpia
€i0n XM ouoyetiotnkav pie pa peydAn moikiAia CUPITHUATEV Kal
ouvduaopav autwv. Aev mapatnprnkav dlagopéc doov agopd
TV EPpavion Kai m Sidpkela Tov oupmwpdtwv. ASloonpeinTa, ot
TePLO00TEPOL aI0DEVEIC avagépouv Kdmoto fabpd oupoyevvnTikol
movou 1} duaopiac. ANa kovd cupmtwpiata sivai n dugoupia, n
ouyvoupia kat n veoeppavi(opevn oe§ovahiki duoherroupyia. Aiyol
aoBeveic mapovotdotnkav pe epmipetn umotpor XBI. Khvikn
Behtiwon ava@épbnke amd 267 acbeveic.

LYMMEPAZMATA: Mia evpeia mokihia oupmtwpdtwy oxetiotn-
ke pe v XI1. KaBot eivar pn &161ka n XM pmopei va umoektipn Oei
kal va mapapeivel adidyvawotn. Eivat Aomév onpavtiké va evro-
TMOTO0V Ta CUUMTWHATA AUTA TPOKEIPEVOU va dlayvworei n XI1.
kaiva emeyei n BéNtiotn Bepancia cUpQwva pe T Katnyopia
XM mpokepévou va BeAtiwdei n motdtnta {wn¢ Kat n Kowwvikn
Aettoupyia Tou agBevouc.
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Introduction & objectives

v

tion of hTERT with cytology increases

. Key WOde sensitivity to 95% (18).
Bladder canceris the most common Circulating tumor cells, This study aimed to analyse the
malignancy of the urinary tract, the bladder cancer, presence of CTC in bladder cancer pa-
eleventh most commonly diagnosed SURVIVIN, h-TERT, CK20 tients usingMultiplex PCR Assays and

cancer and a leading cause of cancer
morbidity and mortality (1). The stan-
dard procedure for diagnosing bladder
cancer includes cystoscopy combined with cytologi-
cal examination (2). Cystoscopy is an invasive, high-
cost method and is considered the gold standard
for detecting and monitoring bladder tumors, with a
sensitivity of 70%, whereas cytology is a low-sensitive
operator-dependent method (3, 4). There is a need for
sensitive and specific non-invasive urinary markers
that might reduce both cystoscopy and cost. An ideal
bladder cancer marker should have high sensitivity and
specificity; it should be noninvasive and easy to inter-
pret (5). Several markers are commercially available,
but none of them alone is sensitive and specific (6).
The presence of circulating tumor cells (CTCs) in
the peripheral blood was first reported by Ashworth
in 1869 (7). Malignant cells are detached from primary
tumors, become invasive and may then intravasate into
the blood or lymphatic circulation. Subsequently, ex-
travasate from the circulation and establish a second-
ary tumor in another organ far from the primary tumor
(8).The detection of CTCs has been well demonstrated
in breast, lung, colon, prostate, bladder, melanoma
and other malignancies (9,10). CTC detection can
contribute to tumor diagnosis and identify patients
with advanced bladder cancer, but such assays should
not be used as initial screening diagnostic tests due to
their low sensitivity (11). Polymerase chain reaction
(PCR)-based methods are commonly used rapid and
low-cost methods for the detection of CTCs (12).
Cytokeratins (CKs) are intermediate filaments
expressed in epithelial cells. CK20 is more highly ex-
pressed in urothelial tumors compared with normal
transitional epithelium and can thus be considered
as a marker of urothelial differentiation (13). SURVIVIN
mRNA detection using reverse transcriptase polymerase
chain reaction (RT-PCR) can be used as an important
adjunct method for cystoscopy in early screening and
postoperative monitoring of bladder cancer (14,15).
In addition, urinary human telomerase reverse tran-
scriptase (hTERT) activity is a good marker for the early
diagnosis of bladder tumors in symptomatic patients
(16), having the same specificity as urinary bladder cy-
tology but higher sensitivity (17), while the combina-

to assess its potential use for clinical
applications.

Materials and Methods

A total of 208 patients (177 men and 31 women)
from one tertiary university hospital, prior to surgical
or any other therapeutic intervention were enrolled in
the study and categorized into three groups. Group
A included patients newly diagnosed with bladder
cancer (n =105), group B included patients with a his-
tory of bladder cancer (n = 64), and group Cincluded
healthy volunteers (n = 39). People without clinical
or laboratory suspicion, without a known history of
malignancy or who were operated for another reason
entirely irrelevant (e.g., inguinal hernia), considered as
healthy volunteers. Patients were excluded from the
study if they had another histological type of urothe-
lial cancer, had received neoadjuvant or adjuvant che-
motherapy, and had a medical history of the same or
another type of cancer.

In the group of patients with a history of bladder
cancer, less than five years had passed from the last
occurrence, without any recurrence noted, meanwhile.
Samples were collected before their admission to the
hospital either for regular follow-up or early workup due
to suspicion of recurrence. Clinical staging was based
on pathological findings at the time of transurethral
resection, examination under anesthesia, cross-section
imaging of the abdomen and pelvis with either CT or
Magnetic resonance imaging (MRI), and chest X-ray.
Transurethral resection and radical cystectomy speci-
mens were graded and staged according to TNM clas-
sification. Patients were also categorized based on the
American Joint Committee on Cancer (AJCC) staging.

The clinical and demographic characteristics of the
patients are shown in Table 1. All participants provided
written informed consent to this research protocol and
this study was conducted under the approval of the
local Ethics Committee and conforms to the Declaration
of Helsinki.

Regarding follow-up, an appropriate schedule for
disease monitoring of the patients (sometimes con-
firming, reminding, and re-scheduling appointments
by phone, in case of older patients or patients with-
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Clinical and demographic characteristics of the three study groups

Newly diagnosed History of bladder Control
(n=105) Ca(N=64) (n=39)
n (%) n (%) n (%)
. Genlr
Men 90 (85.7) 58 (90.6) 29 (74.4)
Women 15(14.3) 6(9.4) 10(25.6)
Mean age (SD), years 68.4(10.5) 68.5(10.9) 67.2(18.0)
0a 36 (34.3) 20(31.3) -
0is 1(1) 4(6.3) =
1 34(32.4) 34(53.1) -
2 20(19) 4(6.3) =
3 9(8.6) 1(1.6) -
4 5(4.8) 1(1.6) -
No 97 (92.4) 62 (96.9) -
Yes 0(0) 0(0) -
0a 35(33.3) 20(31.3) -
0is 3(2.9) 4(6.3) -
1 33(31.4) 34(53.1) -
2 16(15.2) 3(4.7) =
3 7(6.7) 1(1.6) -
4 11(10.5) 2(3.1) =
1 8(7.6) 5(7.8) -
2 46 (43.8) (45.3) =
3 50 (47.6) 26 (40.6) -
In situ 1(1) 4(6.3) =

* By American Joint Committee on Cancer (31).

out spouses, relatives or care givers), based on regular
cystoscopy, urinary cytology and imaging techniques,
according to the EAU Guidelines was performed (19,
20). There were three patients who have been lost to
follow-up. However, the number was not considered
statistically significant and that is why they were not
included in the tables.

Primers for the selected markers were designed
using FastPCR software. Glyceraldehyde-3-phosphate
dehydrogenase (GAPDH) was used to evaluate the per-
formance of complementary DNA (cDNA) synthesis
(housekeeping gene). Fifty milliliters of spontaneously
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voided urine (second void of the day) was taken from
each patient before they received any treatment or un-
derwent surgery.

Samples were processed within 3 hours of collection.
They were centrifuged at 2000x g for 10 min. The cell
pellet was homogenized in 1 ml Tri-Reagent RT-111.
Total cellular RNA was then extracted, according to the
manufacturer’s instructions. Diethylpyrocarbonate wa-
ter (DEPC-treated H20) was used for RNA pellet dilution.
Total RNA concentration and quality were determined
by ultraviolet spectophotometry (measurements at
260 nm, 280 nm).
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cDNA was synthesized using Moloney Murine Leuke-
mia Virus (M-MLV) Reverse Transcriptase. The resulting
complementary DNA was then used for multiplex PCR
reaction.

All PCR reactions were performed using the Qiagen
Multiplex PCR Kit. The reaction mixture contained 1X
Qiagen Multiplex PCR Mix, 0.125 uM CK20 primers, 0.3
MM SURVIVIN primers, 0,3 uM hTERT primers and DEP-
C-treated water up to 23 pl. Complementary DNA (2 pul)
was added to the reaction volume.

For GAPDH detection, the PCR reaction was per-
formed using the Qiagen Taq PCR Kit. The reaction mix-
ture contained 1x Qiagen PCR Buffer, 0.66 uM GAPDH
primers and DEPC-treated water. Cycling conditions
were the same as for multiplex PCR.

PCR products were analyzed by electrophoresisin a
2% agarose gel (ethidium bromide stained) and were
then captured under UV light in KODAK EDAS 290 Im-
aging System (CareStream Health, Rochester, NY, USA).

We proceed to a qualitative analysis. Before develop-
ing multiplex PCR, first, we performed single PCR for each
gene using bladder cancer tissue as a positive control
and urine from healthy volunteers as a negative control,
normalizing the PCR so that there is no expression of any
of these genes in the healthy controls. Urine samples
with detectable GAPDH band together with the positive
marker product were considered positive for any gene
expression. Samples were considered negative when
GAPDH-band were identified alone. In cases of missing
GAPDH signal, samples were excluded from analysis.

Statistical analysis

Quantitative variables are expressed as mean val-
ues +/- standard deviation (SD)/median values (inter-
quartile range). Qualitative variables are expressed as
absolute and relative frequencies. For comparisons of
proportions, chi-square and Fisher’s exact tests were
used. Analysis of variance (ANOVA) was used for the
comparison of the mean age between the study groups.
Recurrence-free survival was defined as the time from
diagnosis of bladder cancer to the date of the first blad-
der recurrence (same or lower disease stage or grade).
Progression-free survival was defined as the time from
diagnosis of bladder cancer to the date that higher dis-
ease grade or stage were detected. Log-rank tests were
used for the comparison of survival curves. Sensitiv-
ity, specificity, negative and positive predictive values
were calculated to estimate the discriminative ability
of study markers between the group with a history of

bladder cancer and controls (no cancer) as well as be-
tween the newly diagnosed group and controls. All
reported p-values are two-tailed. Statistical significance
was set at p<0.05 and analyses were conducted using
the Statistical Package or the Social Sciences Predictive
Analysis Software 19.0.

Results

Of the newly diagnosed group, 17.2% were cate-
gorized as having disease of anatomic stage Ill or IV
(AJCC), and the corresponding proportion was 4.7%
for the group with history of bladder cancer (p =0.017).
Recurrence was recorded in 20 patients (19.2%) from the
newly diagnosed group and in 26 patients (40.6%) from
the group with history of bladder cancer (p = 0.002),
while disease progression was recorded in 12 of the
patients with newly diagnosed bladder cancer (11.8%)
and in 11 (18.0%) with history of bladder cancer (p >
0.050). The mean follow-up period was 26.9 months
(SD = 11.9), with a median of 32 months (interquartile
range from 15 to 37 months).

The detection of all markers and their respective
combinations in the three study groups is presented
in Table 2.

Expression of hTERT, CK20 and SURVIVIN in urine.
Urine detection of SURVIVIN, CK20, the combined pos-
itive detections of SURVIVIN plus CK20, SURVIVIN or/
and hTERT-positive (that is: SURVIVIN-hTERT-positive),
SURVIVIN-CK20-positive, hTERT-CK20-positive and SUR-
VIVIN-hTERT-CK20-positive were frequent in the newly
diagnosed group and the group of patients with history
of bladder cancer, and rare in the control group (Table 2).

Sensitivity, specificity, negative and positive pre-
dictive value of markers used for discriminating newly
diagnosed and control groups (Table 3). Urinary markers
and their combinations had high positive predictive
values ranging from 91.7% to 100% and high specificity
rates ranging from 94.9% to 100%. The sensitivity was
low, the highest being detected for combined positive
detection of hTERT-CK20-positive (35.9%), and SUR-
VIVIN-hTERT-CK20-positive (36.2%).

Sensitivity, specificity, negative and positive pre-
dictive values of marker detections in patients with
history of bladder cancer and control group (Table
4). Urinary markers also presented high specificity and
positive predictive values, while the highest sensitivity
rates were found for CK20, SURVIVIN-CK20-positive,
hTERT-CK20-positive and SURVIVIN hTERT-CK20-pos-
itive.
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Expression of all study markers and their combinations in the three study groups

A B C
‘ Newly diagnosed ‘ History of bladder cancer ‘ Control ‘ p-Value
n (%) n (%) n (%)
SURVIVIN 22 (21)¢ 13(20.3)¢ 2(5.1)M8 0.043*
hTERT 11(10.5) 5(7.8) 0(0.0) 0.099**
(K20 35(33.3)¢ 22 (34.4) 1(2.6)*8 <0.001*
SURVIVIN and hTERT 9(8.6) 4(6.3) 0(0) 0.175**
SURVIVIN and CK20 22 (21)¢ 13(20.3)¢ 1(2.6)*8 0.026*
hTERT and CK20 9(8.6) 4(6.3) 0(0) 0.175**
SURVIVIN and hTERT and (K20 9(8.6) 4(6.3) 0(0) 0.175**
SURVIVIN-hTERT-positive 25(23.8)¢ 14(21.9)¢ 2(5.1)h8 0.038*
SURVIVIN-CK20-positive 35(33.3)¢ 22 (34.4) 2(5.1)8 0.002*
hTERT-CK20-positive 38(36.2)° 23(35.9) 1(2.6) <0.007*
SURVIVIN-hTERT-CK20-positive 38(36.2)¢ 23(35.9)¢ 2(5.1)M8 0.001*

Percentage sensitivity, specificity, positive (PPV) and negative (NPV) predictive values
of study markers for the discrimination between newly diagnosed patients with bladder

cancer and controls

‘ Sensitivity (95% () ‘

Specificity (95% Cl) ‘

PPV (95% CI) NPV (95% (1)

SURVIVIN 21.0(13.6-30.0) 94.9 (82.7-99.4) 91.7 (73.0-99.0) 30.8(22.7-39.9)
hTERT 10.5(5.4-18.0) 100.0 (91.0-100.0) 100.0 (71.5-100.0) 29.3(21.8-37.8)
(K20 33.3(24.4-43.2) 97.4(86.5-99.9) 97.2(85.5-99.9) 35.2(26.2-45.0)
SURVIVIN and hTERT 8.6 (4.0-15.7) 100.0 (91.0-100.0) 100.0 (66.4-100.0) 28.9(21.4-373)
SURVIVIN and (K20 21.0(13.6-30.0) 97.4(86.5-99.9) 95.7 (78.1-99.9) 31.4(23.3-40.5)
hTERT and (k20 8.6 (4.0-15.7) 100.0 (90.97-100.0) 100.0 (66.4-100.0) 28.9(21.4-37.3)
SURVIVIN and hTERT and (K20 8.6 (4.0-15.7) 100.0 (90.97-100.0) 100.0 (66.4-100.0) 28.9(21.4-37.3)
SURVIVIN-hTERT-positive 23.8(16.0-33.1) 94.9 (82.7-99.4) 92.6 (75.7-99.1) 31.6(23.3-40.9)
SURVIVIN-CK20-positive 33.3(24.4-43.2) 94.9 (82.7-99.4) 94.6 (81.8-99.3) 34.6 (25.7-44.4)
hTERT-CK20-positive 36.2(27.0-46.2) 97.4(86.5-99.9) 97.4(86.5-99.9) 36.2(27.0-46.2)
SURVIVIN-hTERT-CK20-positive 36.2 (27.0-46.2) 94.9 (82.7-99.4) 95.0(83.1-99.4) 35.6 (26.4-45.6)

Association with progression-free survival. Patients
in the newly diagnosed bladder cancer group with pos-
itive urine SURVIVIN detection had worse progression-
free survival compared to those that were negative for
SURVIVIN (logrank test, p =0.011). Specifically, three of
the newly diagnosed patients with negative SURVIVIN
(8.8%) had disease progression and the correspond-
ing proportion was 26.9% in cases that SURVIVIN was
detected. The positive detection of urinary CK20 was
also associated with worse progression free-survival
in newly diagnosed patients (logrank test, p = 0.050).
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Worse progression free-survival was found in the newly
diagnosed group with combined positivity for the de-
tection of urinary SURVIVIN and hTERT (log-rank test, p
= 0.048), urinary SURVIVIN and CK20 (log-rank test, p =
0.011), urinary hTERT and CK20 (log rank test, p = 0.048),
urinary SURVIVIN with hTERT and CK20 (log-rank test,
p = 0.048), urinary SURVIVIN and hTERT (log-rank test,
p = 0.029), and urinary SURVIVIN and CK20 (log rank
test, p = 0.050). In addition, recurrence-free rates were
worse in the cases of newly diagnosed patients with
combined positivity for urinary SURVIVIN and hTERT
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Percentage sensitivity, specificity, positive (PPV) and negative (NPV) predictive values
of study markers for the discrimination between the group with history of bladder

cancer and controls
‘ Sensitivity (95% Cl)
SURVIVIN 203(11.3-32.2)
hTERT 7.8(2.6-17.3)
K20 34.4(23.0-47.3)
SURVIVIN and HTERT 6.3(1.7-15.2)
SURVIVIN and (K20 203(11.3-32.2)
hTERT and (K20 6.3(1.7-15.2)
SURVIVIN and ATERT and CK20 6.3(1.7-15.2)
SURVIVIN-HTERT-positive 219 (12.5-34.0)
SURVIVIN-CK20-positive 34.4 (23.0-47.3)
hTERT-CK20-positive 35.9(24.3-48.9)

SURVIVIN-hTERT-CK20-positive

35.9(24.3-48.9)

Specificity (95% Cl)
94.9 (82.7-99.4)
100.0 (91.0-100.0)
97.4 (86.5-99.9)
100.0 (91.0-100.0)
97.4 (86.5-99.9)
100.0 (91.0-100.0)
100.0 (91.0-100.0)
94.9 (82.7-99.4)
94.9 (82.7-99.4)
97.4(86.5-99.9)
94.9(82.7-99.4)

O PPV(9S%Q) | NPV(95%I)
86.7 (59.5-98.3) 42.1(316-53.1)
100.0 (47.8-100.0) 39.8(30.0-50.2
5570813 475 (36.2-59.0)
100.0 (39.8-100.0) 39.4(29.7-497)
92.9(66.1-99.8) 427(323-536)
100.0 (39.8-100.0) 39.4(29.7-49.7)
100.0 (39.8-100.0) 30.4(29.7-49.7)
87.5 (61.6-98.5) 425 (32.0-53.6)
917 (73.0-99.0) 46.8(35.5-584)
95.8 (78.9-99.9) 48.1(36.7-59.6)
92.0(74.0-99.0) 475 36.09.1)

Mean recurrence-free survival (in months) in newly diagnosed and patients

with a history of bladder cancer based on various markers

Newly diagnosed patients

Mean SE*

Total 34,06 1,23
SURVIVIN Negative 34,94 1,31
Positive 30,99 3,07

H-TERT Negative 34,59 1,26
Positive 29,32 4,28

(K20 Negative 34,60 1,44
Positive 33,07 231

* Standard Error

(log-rank test, p = 0.050), urinary hTERT and CK20 (log-
rank test, p = 0.050), and urinary SURVIVIN plus hTERT
plus CK20 (log-rank test, p = 0.048).

Correlation of positive detections with various
clinicopathological parameters of patients with
bladder cancer. In newly diagnosed patients, positive
hTERT detection in urine was associated with primary
tumor size =3 (that is T3 or T4) as compared to those
with tumor size <3 (that is T1 or T2) (28.6% vs. 7.7%, p
=0.032) and with AJCC stage 2 or greater as compared
with stage <2 (50.0% vs. 6.3%, p = 0.028). Similarly, the
combined positive detection of SURVIVIN and hTERT
(50.0% vs. 6.3%, p = 0.028), hTERT and CK20 (50.0% vs.
6.3%, p = 0.028), and SURVIVIN with hTERT and CK20
(50.0% vs. 6.3%, p = 0.028) were associated with AJCC

Patients with a history of bladder cancer

P Log-rank Mean SE* P Log-rank

28,93 1,65

0,098 28,42 1,86 0,472
31,00 3,53

0,157 28,34 1,76 0,329
36,00 2,68

0,475 27,93 2,09 0,555
30,82 2,63

stage 2 or greater. In addition, all marker detections in
urine samples and their respective combinations were
associated with histological grade 3 or carcinoma in
situ (for SURVIVIN 31.4% vs. 11.1%, p = 0.011; for hTERT:
19.6% vs. 1.9%, p = 0.003; and for CK20: 54.9% vs. 13.0%,
p < 0.001).

Disease recurrence (Tables 5, 6). In the group of
the newly diagnosed patients, 20 patients had a recur-
rence (19.2%), whereas in the group of patients with a
history of bladder Ca, the corresponding number was
26 (40.6%) and was significantly higher = 0.002). Primary
patients who were positive in the SURVIV and HTERT,
H-TERT and CK20, and SURVIV and HTERT and CK20
combinations had a relapse significantly earlier than
those who had negative markers (HR = 2.77, 95% SD:
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Mean recurrence-free survival (in months) in newly diagnosed and patients
with a history of bladder cancer based on various marker combinations

‘ ‘ Newly diagnosed patients ‘ Patients with a history of bladder cancer
Mean SE* P Log-rank Mean SE* P Log-rank
SURVIV and HTERT Negative 34,70 1,24 0,050 28,52 1,73 0,487
Positive 27,33 497 30,75 1,95
SURVIV and (K20 Negative 34,94 1,31 0,098 28,42 1,86 0,472
Positive 30,99 3,07 31,00 3,53
H-TERT and CK20 Negative 34,70 1,24 0,050 28,52 1,73 0,487
Positive 27,33 4,97 30,75 1,95
SURVIV and HTERT and CK20 Negative 34,70 1,24 0,048 28,52 1,73 0,487
Positive 27,33 4,97 30,75 1,95
SURVIV and/or HTERT Negative 34,74 1,35 0,221 28,20 1,88 0,347
Positive 32,08 2,75 31,57 332
SURVIV and/or CK20 Negative 34,60 1,44 0,475 27,93 2,09 0,555
Positive 33,07 2,31 30,82 2,63
HTERT and/or CK20 Negative 34,35 1,50 0,694 27,66 2,12 0,426
Positive 33,64 2,14 31,18 2,54
SURVIV and/or HTERT and/or CK20 | Negative 34,35 1,50 0,694 27,66 2,12 0,426
Positive 33,64 2,14 31,18 2,54

* Standard Error
**All cases are censored

1.01-8.29 for all combinations, see Kaplan-Meier curves  Figure 1. Kaplan-Meier estimates for disease
in figures 1 to 3). In contrast, in patients with a history  recuyrrence in the newly diagnosed group

of bladder cancer, there was no significant difference according to the expression

in recurrence-free survival depending on whether they of SURVIVIN and HTERT

were positive or negative for the various combinations
of urine markers.

In the multifactorial Cox models, having as indepen-
dent variables the positive detection of tumor markers, - -
sex, age, tumor stage, tumor grade and haematuria, only il T T it | oo
the tumor grade (as expected) and the combination
of urine markers SURVIVIN and HTERT and CK20 were
found to be independently associated with the recur-
rence of the newly diagnosed patients. Progression
of the disease (Tables 7, 8). In the group of the newly
diagnosed patients, 12 patients had a progression of the
disease (11.8%), whereas in the group of patients with a
history of bladder Ca, the corresponding number was 11
(18.0%), without any statistically significant difference
between the two groups (p = 0.266). o

In the group of the newly diagnosed, mean progres- 3 X M %
sion-free survival time was 36.60 months (SE = 0.97). Mean recurrence-free survival {in moniths)
Patients who were SURVIVIN-positive had a progression
of the disease significantly earlier than the negative

Survival Functions
SURVN and
HTERT

Cumulative recurmonce froe rate

o=y
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Mean progression-free survival (in months) in newly diagnosed and patients

with a history of bladder cancer based on various markers

Newly diagnosed patients ‘

Mean SE*

Total 36,60 0,97
SURVIVIN Negative 37,72 0,93
Positive 32,58 2,83

H-TERT Negative 37,07 0,97
Postive 32,16 3,72

(K20 Negative 37,89 0,94
Positive 34,07 2,15

* Standard Error

Mean progression-free survival (in months) in newly diagnosed and patients
with a history of bladder cancer based on various marker combinations

Mean

SURVIV and HTERT Negative 37,13
Positive 30,78

SURVIV and CK20 Negative 37,72
Positive 32,58

H-TERT and CK20 Negative 37,13
Positive 30,78

SURVIV and HTERT and CK20 Negative 37,13
Positive 30,78

SURVIV and/or HTERT Negative 37,63
Positive 33,47

SURVIV and/or CK20 Negative 37,89
Positive 34,07

HTERT and/or CK20 Negative 37,79
Positive 34,55

SURVIV and/or HTERT and/or CK20 | Negative 37,79
Positive 34,55

* Standard Error
**All cases are censored

Patients with a history of bladder cancer

P Log-rank Mean SE* P Log-rank

35,27 1,10

0,011 35,80 1,10 0,475
33,15 317

0,109 35,20 1,17 0,929
36,00 2,68

0,050 35,67 1,23 0,813
34,50 2,15

Newly diagnosed patients

‘ Patients with a history of bladder cancer

SE* P Log-rank Mean SE* P Log-rank
0,95 0,048 35,27 1,15 0,745
439 31,50 2,16

0,93 0,011 35,80 1,10 0,475
2,83 33,15 3,17

0,95 0,048 35,27 1,15 0,745
439 31,50 2,17

0,95 0,048 35,27 1,15 0,745
439 31,50 2,17

0,96 0,029 35,74 1,21 0,580
2,53 33,57 2,97

0,94 0,050 35,67 1,23 0,813
2,15 34,50 2,15

0,98 0,092 35,59 1,26 0,908
1,99 34,70 2,06

0,98 0,092 35,59 1,26 0,908
1,99 34,70 2,06

patients (log-rank test, p =0.011, HR = 3.91, 95% Cl:
1.26-12.14; Kaplan-Meier curves in Figure 4). In partic-
ular, three of the newly diagnosed SURVIVIN-negative
patients (8.8%) had a progression of the disease, and
the corresponding ratio was 26.9% when the SURVIVIN
was positive. Correspondingly, the newly diagnosed
CK20-positive patients showed progression significantly
earlier than those who were negative (log-rank test, p =

0.050, HR = 2.96, 95% ClI: 1.03-9, 32 - see Kaplan-Meier
curves in Figure 5). In all patients with a history of
bladder Ca, the mean free progression time was 35.27
months (SE = 1.10). There was no significant difference
in progression-free survival whether they were positive
or negative on the various indicators.

The newly diagnosed patients who were positive in
the SURVIV and HTERT, H-TERT and CK20, and SURVIV
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Figure 2. Kaplan-Meier estimates for disease
recurrence in the newly diagnosed group
according to the expression of HTERT and CK20
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Figure 4. Kaplan-Meier estimates for disease
recurrence in the newly diagnosed group
according to the expression of SURVIV
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and HTERT and CK20 combinations showed a progres-
sion of the disease significantly earlier compared to
those with negative markers (HR = 3.45, 95% SD: 1.03-
12.7 for all combinations). Also, the newly diagnosed
patients who were positive in the SURVIV and CK20
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Figure 3. Kaplan-Meier estimates for disease
recurrence in the newly diagnosed group
according to the expression of SURVIV

and HTERT and CK20
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Figure 5. Kaplan-Meier estimates for disease
recurrence in the newly diagnosed group
according to the expression of CK20
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combination experienced a progression of the disease
significantly earlier than those who were negative (HR =
3.91,95% Cl: 1.26-12.1). The newly diagnosed patients
who were positive for the combination of SURVIVIN and/
or HTERT had a progression of the disease significantly
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Mean recurrence and/or progression-free survival (in months) in newly diagnosed
and patients with a history of bladder cancer based on various markers

Mean SE*

Total 33,86 1,23
SURVIVIN Negative 34,57 1,34
Positive 31,37 2,92

H-TERT Negative 34,27 1,29
Positive 30,05 3,90

(K20 Negative 34,17 1,48
Positive 33,32 2,22

* Standard Error
**All cases are censored

earlier than those who were negative (HR = 3.28,95% Cl:
1.06-10.16). Additionally, the newly diagnosed patients
who were positive in the SURVIVIN and CK20 combi-
nation had a progression of the disease significantly
earlier compared to the negative ones (HR = 2.96, 95%
AE: 1.03-9.32). In contrast, in patients with a history of
bladder Ca there was no significant difference in recur-
rence-free survival depending on whether they were
positive or negative in the various marker combinations.

In the multifactorial Cox models, having as indepen-
dent variables, the positive detection of tumor markers,
sex, age, tumor stage, tumor grade and haematuria, only
gender, and SURVIVIN-positive urine were found to be
independently associated with the progression of the
disease in the newly diagnosed patients. In particular,
women had a 8.18-fold higher risk (95% Cl: 1.93-34.68,
p = 0.004) compared to men. Also, the newly diagnosed
SURVIVIN urine-positive patients had a 7.48-fold higher
risk (95% Cl: 1.93-28.97, p = 0.004) compared to the
previously diagnosed patients who were negative in
SURVIVIN.

Recurrence and/or progression of the disease (Ta-
ble 9). In the group of newly diagnosed patients, 21
patients experienced recurrence and/or progression of
the disease (20.6%), whereas in the group of patients
with a history of bladder Ca, the corresponding number
was 19 (31.7%), with no significant difference between
the two groups (p =0.114).

In the total amount of the newly diagnosed patients,
the mean recurrence and/or progression-free survival
was 33.86 months (SE = 1.23). There was no significant
difference in the recurrence and progression-free sur-
vival depending on whether they were positive or neg-

Newly diagnosed patients ‘

Patients with a history of bladder cancer

P Log-rank Mean SE* P Log-rank
32,03 1,43
0,146 31,92 1,57 0,633
32,46 3,39
0,221 = = -**
0,611 31,55 1,79 0,794
32,98 2,36

ative for the tumor markers. In all patients with a history
of bladder Ca, the mean time for recurrence and/or
progression of the disease was 32.03 months (SE = 1.43).
There was also no significant difference in the time of
recurrence and/or disease progression depending on
whether they were positive or negative for the various
urine markers.

Discussion

Although the European Organization for Research
and Treatment of Cancer (EORTC) Genito-Urinary Cancer
Group has developed a scoring system and risk tables
(21), more intensive research is required in the field of
CTCs in order to improve the predictive accuracy of the
currently existing risk tables (22). We should not only be
able to use these molecular markers as a screening test
in populations at higher risk for bladder cancer (23) but
to also achieve better surveillance (24, 25) and perhaps
a better understanding of the biological behavior of the
disease. Especially when interobserver variability exists
in the classification of stage T1 versus Ta tumors and
tumor grading in both 1997 and 2004 classifications. In
such difficult cases, where an additional review by an ex-
perienced genitourinary pathologist is recommended,
an objective, easy to perform and highly specific assay
would be of great importance.

Rink et al. showed significantly worse overall pro-
gression-free survival and cancer-specific survival in
CTC-positive compared with CTC negative patients
(26). Msaouel and Koutsilieris further performed a sys-
tematic review and metaanalysis of the value of CTC
detection in the bladder and urothelial cancer, high-
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lighting the potential clinical role of CTCs as a marker
of advanced bladder cancer (11). It has also been shown
that CTC status may provide prognostic information
in the face of negative imaging (23). CTC status could
provide clinicians with valuable information that might
be applied to preoperative management algorithms
and potentially identify patients who would be most
appropriate for neoadjuvant chemotherapy or clinical
trial protocols. The advantages of multi-marker use for
CTC detection in patients with colorectal cancer (CRC)
have already been described (28). Many previous studies
have shown that the use of more than one marker inde-
pendently increases the sensitivity and the specificity
of CTC detection and thus the correlation with disease
stage in patients with CRC (29, 30). Implementation
of multiplex RT-PCR, which allows the examination of
multiple marker expression in a single reaction, could
be advantageous, in contrast with the application of
separate PCR reactions for each marker, which can be
time-consuming and costly. Moreover, it represents an
easily applied, noninvasive technique for the detection
of CTCs in patients with cancer.

The aim of the present study was to evaluate the
clinical significance of a multiplex PCR-based detection
of CTCs using primers for SURVIVIN, hTERT, and CK20
in urine samples and to assess the possible clinical ap-
plications of these markers in patients with bladder
cancer. With a substantial follow-up period, we were
able to estimate several clinical parameters (sensitivity,
specificity, positive predictive value, negative predic-
tive value, progression-free survival) and assess their
prognostic relevance.

Our data highlight the known correlation between
primary tumor (T stage) and high grade with worst prog-
nosis regarding recurrence and progression in patients
with bladder cancer. Beyond these, there seems to be
a statistically significant correlation of those clinical
parameters with the evaluated mRNA markers. Urine
markers also demonstrated high specificity and pos-
itive predictive values, both in the newly diagnosed
group and in patients with a history of bladder cancer.
Therefore CTCs detection may be useful in confirming
the cancer diagnosis.

Positive SURVIVIN detection in the urine of newly
diagnosed patients revealed worse prognosis. The
positive detection of CK20 was also associated with

worse progression free-survival in newly diagnosed
patients. Furthermore, in newly diagnosed, positive
hTERT detections correlated more with primary tumor
size (T) =3 and with AJCC stage 3 or greater as compared
with stage <3. In addition, all marker detections and
their respective combined positivity correlated with
high grade cancer (histological grade 3 or carcinoma
in situ), in the newly diagnosed patients. There is thus
a considerable connection with the conclusion of Rink
et al., that that the presence of CTC may be predictive
for early systemic disease (26).

Multiplex RT-PCR assay can provide useful infor-
mation concerning bladder cancer stage, grading and
progression-free and recurrence-free survival. The
combination of the mRNA markers in a single reaction
could be beneficial in the early detection of high-grade/
clinically relevant disease and monitoring of bladder
cancer patients (mainly those with a high possibility
to progress or recurrence), as it has previously been
documented in other malignancies (31, 32).

This study does have several limitations. The overall
number of patients needs to be greater. Therefore, the
results must be interpreted with caution. The usage of
CTCs seems promising, but for the moment is mainly
study-based and no large trials have been performed
yet; therefore, no clinically usable markers have been
identified. Relatively large-scale studies and longer fol-
low-up surveys would prove the clinical significance
and prognostic importance of multiplex PCR based
detection of CTCs using hTERT, CK20, and SURVIVIN in
urine and mainly their combinations in patients with
bladder cancer. Despite the relatively low number of pa-
tients, to our knowledge, it is one of the largest studies
to date in patients with bladder cancer. There is also a
need for large quantitative studies, which will allow us
to evaluate the optimal cut-off CTC count for increased
sensitivity and specificity.

The future of marker development seems bright and
new techniques are emerging. Beyond finding good
markers, the financial cost-effectiveness will be an im-
portant issue, and that has not been studied sufficiently
yet. Currently, no single marker can guide us in surveil-
lance and lower the frequency of urethrocystoscopy.
Whether the use of a set of markers will be the answer
will have to be studied.
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2KO0MNOZ: 0 okomdg Tn¢ pehétng itav va ava-
Aol Ty mapouaia KUKAOQOpoUVTwWY KapKI-
VIK@V Kuttdpwv (CTCs) ota obpa acBevav pe
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Fournier’s Gangrene is a fulminant polymicrobial infection of
the fascia with high mortality rate. A rare case of a paraplegic
48-year-old male who developed Fournier’s Gangrene due to
neglected gluteal area pressure ulcer is reported. The patient
was referred to our emergency department in case of high
fever, hemodynamic instability and neglected, malodorous
left gluteal area pressure ulcer during the last 24 hours. Clin-
ical examination revealed intense cellulitis around the ulcer,
foul odor, incipient skin necrosis and crepitus on palpation of

the left hemiscrotum. Computed Tomography scan confirmed
the diagnosis of Fournier’s Gangrene. The patient underwent
immediate, extensive surgical debridement of the necrotic tis-
sues. Pus cultures revealed Proteus mirabilis and Pseudomonas
aeroginosa. Postoperatively, repeated debridement of necrotic
tissue and administration of vacuum-assisted wound closing
device had as a result the progressive patient’s recovery, who
was discharged on the 32rd postoperative day, following surgical
trauma reconstruction by plastic surgeons.
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Introduction

Fournier’s gangrene (FG) was first

‘/ Key words

Fournier’s gangrene,

ver and malodorous left gluteal area
pressure. He suffered from paralysis
of the lower extremities caused by a

descriped in 1883, by the Fr‘ench vene- Gluteal Ulcer, machine accident 18 years ago and
reqloglst Jean Alfred Fou.rmer who de- NSTI (necrotizing soft-tissue he is on wheelchair since then. Dur-
scribed five cases of previously healthy, infection), Wound V.A.C. ing the last year, he had developed

young men who developed gangrene of

the penis and scrotum rapidly, without

apparent cause. FG is a rare, rapid and

potentially fatal soft tissue infection of the genitalia,
perineum, perianal region and abdominal wall. Our aim
is to present a rare case of extensive FG due to neglected
left gluteal pressure ulcer and to underline the signifi-
cance of early intervention and diligent postoperative
care, as well as the importance of cooperation of the
multi disciplinary team (MDT) in the management of
extensive necrotising fasciitis.

(Case report

A 48-year-male was referred to our emergency
department because of 24-hours history of high fe-

Figure 1. Preoperative photo demonstrating left
gluteal ulcer which demonstrated redness, local-
ized warmth around the neglected gluteal ulcer

a left gluteal area pressure ulcer and
recurrent local infection.

Clinical examination revealed intense cellulitis
around the ulcer (7 x 5 cm in dimension), foul odor, and
incipient skin necrosis and crepitus on palpation of the
left hemiscrotum (figure 1). Redness and warmth were
extended to sacral area, anal area, perineum and left he-
miscrotum. On admission, he was hemodynamically un-
stable and his temperature was 39.5°C. White blood cell
count was 19200/pL (NORMAL VALUES 4000-10000/pL)
and a C-reactive protein value was 90 mg/dL(NORMAL
VALUE 5-10 mg /dL). Computed Tomography (CT) scan
revealed hyperemia, gas in the area of sacrum - rectum,
and retroperitoneum and confirmed the diagnosis of
extensive necrotising fasciitis (figure 2).

Blood, urine and pus cultures were obtained and
fluid resuscitation and broad-spectrum antibiotic ther-
apy were administered (meropenem, vancomycin and
clindamycin), according to Internal Medicine consul-
tation. The patient underwent immediate surgical de-
bridement of the necrotic tissues to bleeding edges,
under general anesthesia.: Necrotic tissue was extended
to coccygeal bone, left gluteus maximus muscle, anal
sphincter muscle, levator ani muscle, perineum and left
scrotum region (figures 3, 4). Samples were collected
for culture and the wound was left open.

Figure 2. Preoperative CT scan SHOWING gas
around the sacrum, rectum and retroperitoneum
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Figures 3, 4. Intraoperative image demonstrating
surgical debridement of the (1) left gluteal and
(2) scrotum region. There are two points in left
gluteal region which were debrided due to infec-
tion (arrows)

Figure 5. At 16th postoperative day plastic sur-
geons, wound reconstruction by using skin flaps
by plastic surgeons was performed under general
anesthesia with free subcutaneous flap

Postoperatively, the patient remained afebrile and
we repeat dressings on surgical trauma twice a day. Pus
cultures revealed Proteus mirabilis and Pseudomonas
aeroginosa. On the 4th postoperative day, we observed
the appearance of necrosis on the left testicle and the
patient was transferred to the operation room, where he
underwent left orchiectomy under general anesthesia.
On the following days, repeated debridement of the
surgical trauma and administration of vacuum-assisted
closure device administration had as result the pro-
gressive patient’s recovery, who was transferred to the
plastic surgeons’ department on the 14th postopera-
tive day. Two days later, plastic surgeons reconstructed
the surgical trauma by using skin flaps under general
anesthesia and the patient was discharged on 32rd
postoperative day (figure 5).

Discussion

FG is a type of necrotizing fasciitis affecting usually
the perineum and scrotum. FG is a life-threatening dis-
ease and is characterized by a very rapid progression
and mortality rate ranging from 3% to 67% [1].

Bacterial infection spreads quickly from the urinary
tract (or the perianal, abdominal, or retroperitoneal
tissues), often following a trauma. The gangrene is due
to thrombosis of small blood vessels below the skin and
the most frequent predisposing factor is diabetes melli-
tus. The prevalence of diabetes mellitus in patients with
any type of NF ranges between 40 and 60%. Other com-
mon co-morbidities include liver cirrhosis, chronic heart
failure, obesity, alcohol abuse, immunodeficiency, sys-
temic lupus erythematosus, Addison’s disease, pre-exist-
ing hypertension, and peripheral vascular disease [3, 4].

The microorganisms that tend to be found in FG
are species that normally exist in the perineum and
genitalia, that consist aerobic and anaerobic bacteria.
The most commonly isolated aerobic microorganisms
are Escherichia coli, Klebsiella pneumoniae and Staph-
ylococcus aureus, while the most commonly isolated
anaerobic microorganism is Bacteroides fragilis. Other
organisms include, Enterococcus, Pseudomonas and
Proteus species as in our case [7, 8].

Furthermore, several cases of severe sacral pressure
ulcer-induced FG extending to the pelvic cavity and
retroperitoneum have been reported. Two infection
routes have been reported for pressure ulcer-induced FG:
(a) the sacral pressure ulcer becomes advanced, forms
a retroperitoneal abscess, and finally induces FG; and
(b) the sacral pressure ulcer directly induces FG [5, 6].

IE!
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Many underlying conditions have been reported to
be associated with FG, such as immunosuppression,
trauma, and genitourinary infections, malignancy,
chronic steroid use, cytotoxic drugs, lymphoproliferative
disease, malnutrition and human immunodeficiency vi-
rus (HIV) infection [9]. In addition, sacral pressure ulcers
can cause FG. Retroperitoneal necrotizing fasciitis is un-
common, and it was reported that the primary sources
of infection in such cases are chronic pyelonephritis,
diverticulitis, colonic cancer, and perianal abscesses
[9].

Patients with NF usually present with the classic triad
of symptoms: local pain, swelling, and erythema [10].

However, in the fulminant form of disease, the pa-
tient is critically ill with signs and symptoms of septic
shock and multiple organ dysfunction, along with ex-
tensive necrosis of soft tissue. In this case, the clinical
picture deteriorates rapidly within a few hours [11].

Imaging investigation can help to establish the
diagnosis of NF. Although plain radiography has low
sensitivity and specificity, it is capable of showing gas in
the soft tissue, in almost half of all patients. CT and MRI
are more sensitive and specific than plain radiography.
A CT scan can show the extent of tissue infection, fascial
swelling, inflammation, and gas formation [11].

MepiAnyn

H yayypaiva Fournier ivat pia acuvhng

v

There are a lot of researches that suggest the effect
of combining hyperbaric oxygen therapy with conven-
tional therapy that offers advantages in the manage-
ment of Fournier's gangrene [12, 13].

Treatment consists of rapid and aggressive surgical
debridement of the necrotic tissue under general or spi-
nal anesthesia, suprapubic catheter insertion, removal of
foreign bodies, and fluid resuscitation. Broad-spectrum
antibiotics are given empirically and according to the
result of the cultures. Serial necrotic tissue debridement
may be needed [14].

Conclusions

A rare and severe case of fg due to neglected glu-
teal pressure ulcer extending to the scrotum is pre-
sented. FG was treated with emergent debridement
and continuous wound cleansing, coordinate with the
use of wound V.A.C which proved to be very beneficial
for patient’s recovery. The authors consider that the
combination of emergently debridement with wound
cleansing, vacuum devices obtain good infection con-
trol and reconstruction. Over the last decade, there has
been increasing awareness of the importance of the
multi-disciplinary team (MDT) in the management of
a number of surgical conditions.

UTTIOYPAULICOULE TN ONPAGia TS TPWIKNG

VEKPWTIKN Aoipwén Twv meproviwy Twv 5w Negeic ) mapéuPaong kai tng empeAi HETeyXeLpn-
VEWNTIKGOV 0pyAveV Kat ToU TIEPVEOU , IO~ Evpetnpacpov TIKAC ppovTidag, kabug kal T onpacia g
AupikpoBiakrg ouviBwe artiohoyiag. Xtoxog dyypawa, 0LVEPYaoiag TG MONVEMOTNHOVIKIS Opd-
pag ival va mapouatdooupe pia omdvia me- NEKP“’"K"E::;';’;;"M“'M’ dac (MDT) otn diaygipion Tng eKTeETapEVNG
pimtwon extetapévng FG Adyw Tou mapayle- EAKOC KaT dK’)\l one VEKPWTIKNG Aoipwéng.

Anuévou éAkoug aTov aplotepd yAouTo Kat va




HELLENICUROLOGY

Neglected Gluteal Area Pressure Ulcer evolved into Fournier’s Gangrene: a rare complication, p. 41-45

(1]
(2]
(3]
(4]

3]

(6]

(7]

Levine E.G., Manders S.M. Life-threatening necrotizing fasciitis. Clin
Dermatol (2005) 23:144-7.10.1016/j.clindermatol.2004.06.014.
Shyam D.C., Rapsang AG. Fournier’s gangrene [published online
ahead of print April 8, 2013]. Surgeon. 2013;11(4):222-232.
Evangelos P. Misiakos, George Bagias et al., Current Concepts in
the Management of Necrotizing Fasciitis, Front Surg. 2014; 1: 36.
Roje Z., Roje Z., Matic D., Librenjak D., Dokuzovic S., Varvodic J.
Necrotizing fasciitis: literature review of contemporary strategies
for diagnosing and management with three case reports: torso,
abdominal wall, upper and lower limbs. Word J Emerg Surg (2011)
23(6):46.10.1186/1749-7922-6-46.

ZhuT, Liao L.G., Li Y.F, Liu X.D., Hu M., Zhang Y., Li ZT., Cao Q.F,
Jiang J. Vacuum sealing drainage as an adjuvant treatment of
penile and scrotal gangrene: Clinical analysis of 4 cases. Nan Ke
Xue. 2017 Mar;23(3):237-242.

Avinash Chennamsetty, lyad Khourdaji, Frank Burks and Kim A.
Killinger, Contemporary diagnosis and management of Fournier’s
gangrene, Ther Adv Urol. 2015 Aug; 7(4): 203-215.

Kiyokawa K., Takahashi N., Rikimaru H., Yamauchi T., Inoue Y.
New continuous negative-pressure and irrigation treatment
for infected wounds and intractable ulcers. Plast Reconstr Surg.

(8]

9]
(10]

(1]

(12]

(13]

(14]

2007;120(5):1257-1265.

Kiyoko Fukui, M.D., Masaki Fujioka Ph.D. and Satoko Ishiyama M.D.
Sacral Pressure Ulcer-induced Fournier’s Gangrene Extending to
the Retroperitoneum: A Case Report. Wounds 2018;30(1):E5-ES.
Eke N. Fournier's gangrene: a review of 1726 cases. Br J Surg. 2000
Jun;87(6):718-28.

GohT,. Goh L.G., Ang C.H., Wong CH. Early diagnosis of necrotizing
fasciitis. BrJ Surg (2014) 101:119-2510.1002/bjs.9371.
Ruiz-Tovar J., Cérdoba L., Devesa J.M. Prognostic factors in
Fournier gangrene. Asian J Surg (2012) 35:37-4110.1016/j.as}-
sur.2012.04.00.

Li C, Zhou X., Liu L.F, Qi F,, Chen J.B., Zu X.B. Hyperbaric Oxygen
Therapy as an Adjuvant Therapy for Comprehensive Treatment of
Fournier’s Gangrene. Urol Int 2015;94:453-458.

Isabel Rosa, Francisco Guerreiro Hyperbaric Oxygen Therapy for
the Treatment of Fournier’s Gangrene: A Review of 34 Cases, Acta
Med Port 2015 Sep-0ct;28(5):619-623.

Antonios Katsimantas, Nikolaos Ferakis, Panagiotis Skandalakis,
Dimitrios Filippou, A Rare Case of Localised Isolated Penile Fourn-
ier's Gangrene and a Short Review of the Literature, Case Reports
in Urology, Volume 2018, Article ID 5135616, 3 pages.




HELLENICUROLOGY

Ureteral stents. A review of the different polymeric types, their characteristics and their connection
to stent related symptoms., p. 46-54

Ureteral stents. A review of the different
polymeric types, their characteristics and
their connection to stent related symptoms

Themistocles Ch. Bellos, Nikolaos A. Kostakopoulos, Athanasios G. Papatsoris

2" Department of Urology of the National and Kapodistrian University of Athens

Introduction: The purpose of this article is to review the differ-
ent available polymeric stent types. Furthermore, an analysis of
their basic bioqualities is carried out and a correlation of their
physical characteristics (length, size, material) with stent related
complications is investigated. A thorough Medline, PubMed and
literature research was performed for this review.

Results: The available reviews and articles associating materi-
als to stent related symptoms provide conflicting results and
most of the studies don't clearly state the characteristics of

the materials used. Moreover, although there are a significant
number of studies in the literature concerning stent length
and diameter, results about their association to stent related
symptoms, are also conflicting.

Conclusion: Many studies suggest that an association exists,
between the different types and the characteristics of the stents
used and stent related symptoms. Nevertheless, current evi-
dence is not sufficient to support this statement and further
investigation is needed.
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Introduction

Ureteral stents have become an im-
portant part of urologic practice since

“/ Key words

ureteral stents,

tary copolymers, generally have more

elongation capacity than thermoset

elastomers, such as silicone [15].
Biodurability refers to the ability to

Finney on the one hand and Hepperlen stent related symptoms, exist within the body without degra-
and colleagues on the other, first de- stent materials, dation of stent structure and function.
scribed the double-J® (American Cys- stent properties Stent degradation within the urinary

toscope Makers [ACMI], Southborough,
MA) stent and single-pigtail stent, re-
spectively [1, 2, 3]. Stenting of the urinary tract began
as an adjunct to open surgery to facilitate upper tract
drainage or to align the ureter. Gustav Simon performed
the first reported case during the 19" century by placing
a tube in the ureter during open cystostomy, and Joa-
quin Albarrano created the first catheter intended for
use in the ureter in the early 1900s. Although vulcaniza-
tion of rubber was first reported in 1839, early catheters
were constructed from fabric coated with varnish [4].
The indications and materials used for stenting were
summarized by Davis [5, 6] while Macaluso summarized
the state of the art for external urinary diversion [7].
Zimskind et al suggested the insertion of long-term
indwelling silicone rubber ureteral splints into the ureter
to bypass obstruction since he noted the inconvenience
of an external device [8]. Subsequently there have been
refinements in catheter placement and design [9, 10,
11]. The issue of internal coil retention was addressed
by Gibbons, Mardis, Finney and Hepperlen [1, 12, 13,
14]. Since that time, there have been many advances in
design as well as in materials, which have been directed
in improving biocompatibility and reducing stent-re-
lated morbidity. [3]

Stent properties

The basic properties of a ureteral stent have been
reviewed by Mardis et al.[15] “Memory” produces the
ability to maintain the position within the ureter and is
a consequence of polymeric crosslinking, which results
from physical or chemical bonding between macromo-
lecular chains. [3, 15].

“Durometer” refers to the strength of the memory,
which can be varied within the same material and de-
pends on the type of cross-linking used. As cross-linking
increases, the durometer changes from soft to hard. [3,
15] Elasticity allows the shape of the stent to be manip-
ulated [3, 15].

The elongation capacity is the percentage of elon-
gation at stent breakage. Thermoplastic elastomers,
such as polyurethanes and a variety of other proprie-

tract has been reported for polyeth-
ylene, polyurethane, and silicone in-
ternal ureteral stents [15].

Biocompatibility is the utopian state at which the
material present within the ureter has no significant ef-
fect on the interface between itself and the urothelium,
such as the ability to resist encrustation and infection,
thus producing no symptoms and complications.

The biocompatibility of a stent may be enhanced
with use of hydrophilic polymers that have low protein
absorption and low bacterial adherence [16].

The coefficient of friction describes how easily a stent
is passed or exchanged. Applying a hydrophilic coating
reduces the surface coefficient of friction [3, 15].

Radiopacity refers to the ease of stent visualization
during fluoroscopy. All stents are radiopaque and some
contain fillers that further enhance radiopacity [3, 15].

Stent types

A double-J stent (the original, silicone, closed tipped
stent) has an open hook configuration at either end of
the ureteral stent, and a double pigtail stent has a full
retentive coil at either end [1].

All stent manufacturers produce a basic double-pig-
tail stent, which have a variety of names, designs, and
compositions. Standard double-pigtail stents must be
sized correctly because those that are too long can
cause bladder irritation, and those that are too short
can migrate up the ureter. A 24-cm ureteral stent is well
suited for most adults, but should be individualized
according to the ureteral length of the patient. Multi-
ple-coil stents were designed to meet the “one size fits
all” concept, that leave redundant length in the bladder
coiled, so the trigone is not irritated [17].

Some stents are manufactured with a nylon suture
attached to the distal end, which can be left at the
urethral meatus, allowing for removal after short term
drainage without the need for repeat cystoscopy [17].

Open-ended ureteral stents have no coils and thus
are not suitable for long-term urinary drainage. How-
ever, they can be secured externally to provide tempo-
rary drainage. Open-ended stents are useful in helping

47




HELLENICUROLOGY

Ureteral stents. A review of the different polymeric types, their characteristics and their connection

Basic terms of materials used in stents

Terms ‘
Biomaterial
Polymer
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Definitions

A substance natural or synthetic, which at some stage in treatment interfaces with tissue

A substance consisting of molecules characterized by the repetition of one or more types of chemical units (monomers)

A substance formed of repeated sequences of polymers with differing chemical structure (a.k.a blocks)

A macromolecular polymer that can reform to an original configuration after substantial deformation

A polymer that can be softened by heating and hardened by cooling and that in soft state can be shaped by molding or extrusion
A polymer that can be treated by heat to the extent that it is substantially non meltable

Mardis H.K., Kroeger R.M., Morton J.J. et al.: Comparative evaluation of materials used for internal ureteral stents. J Endourol 7: 105-115, 1993.

to direct and advance a guidewire into a ureteral orifice
as well as assist in collecting upper urinary tract urine
samples and permitting retrograde pyelography. They
are commonly placed intraoperatively to identify ureters
to avoid inadvertent injury during abdominal or pelvic
surgery [17].

Other types of stents include: Transilluminating ure-
teral stents, spiral stents, dual durometer stents, and
magnetic stents [3].

Dual durometer stents incorporate a smooth tran-
sition from a firm biomaterial at the renal end to a soft
biomaterial at the bladder end. They have long tapered
tips at the renal end and are coated with a hydrophilic-
bonded hydrogel that decreases their coefficients of
friction. Their firm proximal end and hydrophilic coat-
ing allow for ease of access through the ureteral orifice
and facilitate negotiation past obstruction, and the soft
distal end results in decreased patient discomfort [3].

Stent materials

There are three main materials used for ureteral
stents in clinical practice: silicone-based, polyurethane
based and a third class, percuflex.

Silicone is composed of alternating silicone and oxy-
gen atoms and has a high coefficient of friction, making
it difficult to use when negotiating strictures or tortuous
ureters. [16] Proprietary modifications to silicone led to
the development of C-Flex, a silicone-modified styrene/
ethylene/butylene block thermoplastic copolymer. [4]

Polyethylene was the first synthetic polymer used
to fashion ureteral stents. It consists of polyolefin and
is flexible, odorless, translucent, and nonreactive in the
body. The stiffness of polyethylene made it useful for
the management of ureteral strictures, but it was found
to promote protein deposits, leading to an increased

likelihood of crystalloid adherence, encrustation, and
infection [18].

Polyurethane, a common generic class of condensa-
tion polymers derived from polyisocynate and a polyol
has been used in an effort to combine the flexibility of
silicone with the stiffness of polyethylene. Polyurethane
is highly versatile and inexpensive [19].

Percuflex (Boston Scientific, Natick, Mass) is a pro-
prietary olefinic block copolymer developed by Boston
Scientific/ Microvasive that becomes soft and flexible
at body temperature. This material also has excellent
memory and strength [4].

Tecoflex (Thermedics, Woburn, Mass) is a proprie-
tary aliphatic thermoplastic polymer that is not silicone
based. Stents made with this material have a smooth
surface and a comparatively large inside diameter. This
material allows for ink labeling instead of laser label-
ing, which may theoretically decrease the likelihood
of encrustation from the rough surface created by the
laser [4].

Pellethane (C.R. Bard, Covington, Ga) is a proprietary
copolymer from Bard used in their Inlay stents. Flexima
is a newer proprietary material (Boston Scientific/ Mi-
crovasive) designed to resist buckling during insertion.
Vertex (Applied Medical, Rancho Santa Margarita, Calif)
is a proprietary material from Applied Medical [4].

Bioabsorbable polymeric materials are designed to
retain their tissue-supporting properties for defined pe-
riods. After placement, they are gradually biodegraded
into tissue-compatible compounds that are absorbed
and replaced by healing tissue [20].

These stents will be most useful for clinical situations
in which temporary upper urinary tract drainage is de-
sired. Bioabsorbable materials used in urologic stents
are high-molecular-weight polymers of polylactic and
polyglycolic acid. [20] However, these stents have less
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favorable biocompatibility than standard stents because
of inferior healing of the incised ureteral musculature.
Temporary ureteral drainage stents (Boston Scientific/
Microvasive) have been shown to dissolve in a benign
fashion [21].

Metallic, superalloy titanium and nickel/titanium
are materials currently used for permanently implanted
stents, such as the Wallstent or Memokath 051 to relieve
conditions such as malignant obstruction and ureteral
stricture [22, 23, 61, 62]. The problems associated with
metal stents include collagenous ingrowth, hyperplastic
epithelium, distal ureteral narrowing, intense fibrosis,
and subsequent obstruction [24, 26, 61, 62]. The Memo-
kath 051™ (PNN Medical A/S, Kvistgaard, Denmark) has
better patency rates, but also higher migration rates,
than other metallic stents [61].

The development of tissue-engineered stents is still
under development. Cartilaginous stents have been
successfully created in vitro and in vivo using chondro-
cyte-seeded polymer matrices [25].

Biodegradable Ureteral Stents have mainly been
tested in animal models and show promising results. In
recent studies conducted in pigs, two biodegradable
copolymers with different degradation rates were used.
Polymer-l was Glycomer-631™ and Polymer-Il was pure
polyglycolic acid PGA. Polymer-Il was only used for the
central section, and was braided with Polymer-1. The
distal and proximal anchoring systems were manu-
facture exclusively with Polymer-|, since it has better
biomechanical characteristics and a slower degradation
rate. This allows the stent to remain for 3-6 weeks. The
ureters receiving biodegradable stents showed no evi-
dence of vesicoureteral reflux (VUR). Degradation took
place in a controlled and predictable fashion from the
third to the sixth week, and no obstructive fragments
appeared. Significant advantages of these stents were
absence of VUR and of ureteral orifice damage. Also
they always maintained distal ureteral peristalsis [63].

The goals of coating ureteral stents are to facilitate
passage over a guidewire beyond an obstruction and to
reduce or eliminate biofilm formation and encrustation.
The main types are the hydrophilic coatings, phospor-
ylcholine and heparin coatings.

Hydrophilic coatings consist of nondissolvable poly-
mers that swell on contact with water and retain water
within their polyanionic structure that layers on its sur-
face. The surface water not only reduces the coefficient
of friction, but also contributes to biocompatibility by
reducing frictional irritation and cell adhesion at the
biomaterial- urothelial interface [4]. Some hydrophilic

coatings (e.g. polyvinylpyrrolidone) have been shown
in vitro to decrease both hydroxyapatite encrustation
and adherence of a hydrophobic Enterococcus faecalis
isolate [27].

Phosphorylcholine-coated stents have been shown
to be less vulnerable to encrustation and colonization by
bacterial biofilm than the uncoated stents at 12 weeks
after implantation [28]. According to recent studies, hep-
arin-like coatings can reduce biomaterial encrustation,
while heparin-coated stents have been shown absence
of biofilm formation or encrustation after 6 weeks. [29]
A new approach involves coating biomaterials with
oxalate-degrading enzymes derived from Oxalobacter
formigenes. [30] Furthermore, the silver nitrate coating
was effective in preventing biofilm formation and stent
encrustation [4].

Drug eluting metal stents (DESs) have been ex-
tensively used in coronary and vascular disease. This
type of stents has been proven to provide significantly
lower restenosis rates due to the reduction of neo-inti-
mal hyperplasia in comparison to the traditionally used
bare metal stents (BMSs). Although the initial results
were promising, long-term experience revealed sig-
nificant complications, which are mainly attributed to
stent-related hyperplastic reaction compromising stent
patency. A variety of different stent designs, pharmaco-
logical agents and coatings have been introduced and
are under experimental as well as clinical evaluation.
[64] Ureteral stent impregnated with Triclosan a broad
spectrum antibiotic by Boston Scientific Corporation
(BSCI) was assessed both in vitro and in vivo for its abil-
ity to inhibit bacterial survival, biofilm formation and
infection development associated with the device. [65]
Moreover, polymer-free and bioabsorbable DESs are
under development with promising perspectives for
the future. The use of DESs in the ureter and urethra
has been limited to few experimental studies. Further
experimental investigation will decide the potential use
of DESs in clinical trials [64].

Ureteral stent related symptoms

Ureteral stenting is applied to prevent the obstruc-
tion of the kidney by residual stone fragments, edema
and hematoma, to avoid urine extravasation and to
relieve pain [31, 32] Some of the indications are sum-
marized in table 2.

Trigonal and renal irritation by ureteral stents, vesi-
corenal reflux through the stent, stent size, stent length,
stent position and stent materials are potential factors
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1. Ureteral surgery

a. Preaperetively

Stone bypass, adjunct to ESWL, ureteral dilatation prior to ureteroscopy or balloon/wire endopyelotomy or endoureterotomy

b. Postoperatively

Adjunct to ureteroscopy, percutaneous nephrolithotomy, endopyelotomy, endoureterotomy and various open/laparoscopic ureteral operations

2. Ureteral obstruction management

a. Intrinsic

Stone disease, strictures, post instrumentation, oedema, fistulas, tumors
b. Extrinsic

Retroperitoneal neoplasms, retroperitoneal fibrosis, pregnancy, hydronephrosis

Mardis H.K.: Self retained internal ureteral stents. J Urol. 1978 Oct; 120:4, pp. 512.

for ureteral stent-related symptoms [33, 34] while prin-
cipal sources of patient discomfort are a long intraves-
ical segment, inefficient drainage, displacement, and
stiffness of the ureteral stent [35].

Pain, lower urinary tract symptoms [frequency
(60%), urgency (60%), dysuria(40%)] , flank pain, body
pain, hematuria (54%), and fever are usually signs of
early complications related to double-J stents [36, 371.
More than 80% of the patients report significant stent
related pain affecting daily activities while 78% will
report irritative voiding symptoms. Stent related flank
pain (25%) is likely due to reflux of urine up the stent
during increased intravesical pressures while voiding.
As pressure is transmitted up the stent, intrarenal pres-
sures rises, causing pain and discomfort in the flank. This
phenomenon is sometimes called the “water hammer”.
Stent removal can result in pain and LUTS due to irrita-
tion of bladder mucosa [38].

Hematuria or gross hematuria immediately after
stent placement is common and usually self-limiting,
while microscopic hematuria may be present while the
stent s still in place. It can be a symptom of uretero-ar-
terial fistula, an uncommon but severe complication
of stent placement. It often presents with intermittent
gross hematuria and massive hemorrhage during stent
exchange. Predisposing factors for fistula formation
include: having a stent for longer than one year (even
with routine changes), previous pelvic surgery, radiation
therapy and underlying vascular disease [38].

Stent related urinary tract infections are reported in
20-30% of patients which will occur despite the use of
prophylactic antibiotics. They are difficult to diagnose
because of the similarities with simple discomfort due
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to stent placement. The greater risk factor is long stent
indwelling time, with bacteria rates less than 20% in
most series at 1 month rising to more than 40% after 3
months. Rates of colonization were much higher than
bacteriuria and also increased precipitously with lon-
ger indwelling times. [38] In a report there were found
bacterial colonies in 44% (25 of 57) of patients with
stents. Of the multiple pathogens identified, Enterococ-
cus species (6 of 25) was the most common, followed
by Escherichia coli (5 of 25). After short-term antibiotic
prophylaxis, the bacteria did not colonize within the first
2 weeks of stent placement. However, the colonization
rate increased as the duration of the stent placement
lengthened. Colonization of the stent was followed by
colonization of urine [39]. Thus it would be prudent to
change stents more frequently in patients with recur-
rent UTI [38] Infections and bacterial colonization are
caused by the formation of biofilms and encrustation
of the stent. The processes provide bacteria with an
environment protected from antibiotics. Dwell time, a
history of diabetes, female gender, chronic renal failure
and pregnancy are also risk factors for colonization by
bacteria [38].

Possible late stent complications include stent migra-
tion, encrustation, stone formation, and fragmentation.
Stent occlusion may be frequent and requires simple
catheter exchange. [36] Other complications include
poor work performance and sexual dysfunction [33].

To assess ureteral stent-related symptoms, Joshi
et al. described and validated the Ureteral Stent Re-
lated Symptom Questionnaire (USSQ) in 2003 [40]. This
self-administered questionnaire includes questions
in six sections: urinary symptoms, body pain, gen-
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eral health, work performance, sexual matters, and
additional problems. The total score is the sum of all
questions. This questionnaire can define and compare
stent-related symptoms [41, 42]. This questionnaire has
been validated in different languages to standardize the
ureteral stent-related symptoms in the literature [33].

The cause of encrustation is multifactorial. Common
risk factors for stent encrustation are long indwelling
time, urinary sepsis, history of stone disease, chemo-
therapy, pregnancy, chronic renal failure, and meta-
bolic or congenital abnormalities.[36] In order to avoid
encrustation, it has been reported that a time period
of between 2 and 4 months is considered optimal for
double-J stent removal or replacement [17, 38, 43].

Migration is an uncommon complication. It can oc-
cur proximally toward the kidney or distally toward the
bladder. Factors related to distal stent migration include
shape and stent material. Stents with a full coil are less
prone to migrate than those with a J-shape, and stent
materials with great memory, such as polyurethane, are
less prone to migrate than those with less memory, such
as silicone. [44] Conversely, proximal migration occurs
when the stent is too short for the ureter; an adequate
choice of the stent length is therefore recommended
[45].

Since 1970s stent migration is an uncommon prob-
lem with 2-8% incidence, even more so proximal mi-
gration (1-4%) [38].

Spontaneous fracture of an indwelling double-J stent
is rare but can occur, so stent exchange every 6 months
is recommended by the manufacturer [46]. The diagno-
sis for the patient who presented with this complication
was revealed by the smooth stretching on the stent. The
clinical presentation of a fragmented ureteral stent may
vary, with septic, irritative, and hemorrhagic symptoms
[47]. Various causes were proposed to explain the stent
breakage: fragmentation of a stent has been attributed
to the hostility of the urine. Interaction with urine and
extensive inflammatory reaction in situ may play an
important role in the initiation and promotion of degra-
dation. [48] Several studies showed that long-indwelling
stents mostly appear in a fragmented state; however,
Mardis and Kroeger [49] suggested that fragmentation
occurs at a site previously allowed to kink during stent
insertion. Kinking during stent insertion must therefore
be avoided.

In a study conducted by Zisman and colleagues,
[50] all breakage lines passed through the side holes,
suggesting that this area is a weak point conducive to
kinking and may lead to fragmentation. Another factor

associated with stent fragmentation is stent composi-
tion. There is no consensus on what is the ideal material
for ureteral stents. Silicone stents may be more advan-
tageous than polyurethane stents due to the lower risk
of calcification and prolonged maintenance of tensile
strength for up to 20 months [22]. However, these the-
ories cannot explain why some stent fragmentations
occur early following stent insertion. In the study by
Kumar and associates [23], a few stents had fragmented
into multiple pieces over a mean indwelling time of
only 3.5 months.

Sexual dysfunction is also common in the context
of ureteral stents, even if under reported or under rec-
ognized, it was recognized in 32-86% of patients with
indwelling stents. Females report this symptom more
readily due to the distress of having a foreign body in
the bladder [38].

Correlation between stent materials and complications

Polyurethane has been shown to induce more ep-
ithelial ulceration and erosion than other materials. It
has limited durability and demonstrates slow in vivo
biodegradation [19].

Silicon is nonirritating and resistant to encrustation.
However, silicone stents migrate easily and have poor
mechanical strength. [16] The partial silicone compo-
sition of C-Flex makes these stents softer than polyure-
thane and theoretically less likely to develop encrusta-
tion [4]. It has good biodurability and biocompatibility
however larger stent diameters (7 or 8 Fr) are required
to maintain a good urinary flow [15].

Percuflex has long term biodurability and biocom-
patibility [15] Marx and associates have shown that
placement of a stent within a canine ureter produces
local reactions (oedema, inflammation, epithelial hy-
perplasia, and ulceration with erosion).Those reactions
were mild around C-flex, silicone and polyurethane. It
was however nonexistent around Percuflex [51, 52].

Hydrophilic materials (hydrogel coated) are more
biocompatible and resistant to encrustation [51]. How-
ever there are no currently available materials that avoid
biofilm formation and encrustation completely [38].

The first trial assessing the influence of stent rigidity
was published by Proyor et al. The authors found no
difference in stent- related symptoms (SRS) for 4 stent
types with different rigidity [37, 53].In 1995, Lennon et
al reported on a higher incidence of dysuria, renal and
suprapubic pain in patients with firm stents compared
to those with soft ones with a randomized trial of 155
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patients. However, they did not find differences in the
aspects of urgency, dysuria or hematuria [37, 54].

Correlation between other stent characteristics
and complications

A number of studies have looked at ways to improve
stent related pain and voiding dysfunction, which is
caused by trigonal irritation. Patients with the distal
coil crossing the midline of the bladder report more
pain, voiding symptoms, decreased work performance,
worsened sexual function, and more analgesia require-
ments than patients with appropriately placed stents.
[38] Overall stents that cross the midline, have longer
amount of time in situ, and develop urinary tract in-
fections (UTI), have all been associated with patient
pain and discomfort due to the caliceal position of the
upper renal coils [38].

Stent diameter does not appear to influence the
severity of stent related symptoms. A larger sized di-
ameter stent does not appear to cause more symptoms
of pain, hematuria or even LUTS. A number of studies
have compared various stent sizes ranging from 4.8 Fr
up to 14 Fr endopyelotomy stents, and have shown that
symptoms do not improve even when smaller diame-
ter stents are used [38, 55, 56, 571, while other studies
suggest that with larger diameters there are increased

Mepilnyn
Erocaywyn: 0 okomdg Tou apbpov eivai va
aVaoKOT0€L Ta SlaopeTIKa idn moAuie-

‘/ Né€eic

to stent related symptoms., p. 46-54

symptoms [58] particularly affecting the pain levels and
patient comfort but not the rest of the stent associated
symptoms [59]. Among the risk factors for proximal mi-
gration of the stents are smaller diameter stents (4.8 Fr
are more likely to migrate or dislodge than 6 Fr). Other
include indwelling time, shorter length or improper
stent positioning. [38] Despite appropriately placing
and sizing the stent, patients will still experience stent
related urinary symptoms and pain [38].

The use of stents carrying a suture string is some-
times used to facilitate the extraction of the stent. In
a systematic review by Dellis et al. non-string stents
caused less stent related pain in cases of stentin situ. On
the contrary, string stents caused less pain at extraction.
Stent dislodgement was more frequent in the string
group. There was no difference between the groups
concerning the rate of UTls [60].

Conclusion

Although significant advances in basic science re-
search involving biocompatibility issues and biofilm
formation have been achieved, SRS remain problems
with stents in the urinary tract and therefore limit their
long-term use. The perfect stent from the ideal materials
is yet to be produced so urologists must choose the
most suitable stent for every patient and each set of
parameters.

TWV DKWV TWV 0UpNTNPIKGV KaBeTpwy
mou xpnotyomourdnkav. Emiong, mapodo

PIKWV stent. Emiong, avahbovtar ta Bacika EVpETNPIacpov TI0U UTTAPYOUV APKETEC peNéTeg ot BIBAI-
Blooyika Kal QUOIKA TOUC XAPAKTNPLOTIKA oupnTpIKoL oypagia, avtikpovdpeva amoteAéopata
(unkog, péyeBog, LAIKO) Kal peletdTar n K::::;:!("fj‘:};‘:’:g:ﬁ'm TIPOKOMTOUV avaopIKd Kat pe T Sidpe-
OUOYETION TOUG [E TIC EMMAOKEC Mo TNV oyeTOyIEVa e Ta OTEVT, TPO Kl TO MIKOC TV stent, o€ ayéon pe

Xprion Twv oupnmpikwy stent. fa tn ovy-
ypaer ¢ avackomnong dievepynnke pia
ekteviic avaliitnon oto PubMed, Medline
Kal o€ ouyypappata.

AmoteAéopata: Ot undpyouoeg peréteg mov ouvdéouv Ta UAIKA
Twv stent L€ Ta GUPMTWHATA TTOU TTPOKAAOUVTAL aM6 TNV Xprion
TOUG, TPOGPEPOUY AVTIKPOUGHEVA AMOTEAEGHATA KAl OL TTEPLO-
00Tepec peléteg bev dnhavouv {ekaBapa Ta xapakTnploTikd

VKA OTEVT, IB10TITEC OTEVT

TIG EMMAOKES TOUC.

Tupmépaopa: ApKETEC PENETEC uTTo-
otnpiCouv mwg undpyel ouoyétion petash
TV S1aQOPETIKWV TUTIWV 0UPNTNPIKWY AUTOOUYKPATOUHEVWY
kaBetpwv o XpnoIKOMoLOLVTaL KAl TV GUUTTWHATWY TTOU
npokimtouv amd avtd. Mapdla autd, Ta péxpt Twpa dedopéva
dev emapkouy, yia va umooTnpi§ouv auTr TN GUOKETION Kal TTE-
partépw diepedvnon gival amapaitnn.
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With the introduction of the General Data Protection Regulation
(GDPR), the use of personal data is limited and protected in
medical practice. Key elements of the new requlation include
the need for clear and affirmative consent by the patient con-
cerned, destruction of data if storage is no longer necessary
for the initial purpose, the right to be forgotten, the right to
obtain rectification of personal data, the right of the patient to
transfer personal data to another institution and the right of
the patient to be informed when data have been hacked. This
article explains the consequences of the new regulations in a

practical manner for private practices, community hospitals,
university hospitals and medical institutions.

In an age of increasing use of social media, big data analyses
and evolving technical possibilities to communicate the haz-
ard is that we may lose control over our privacy. The new law
has been set up to protect the individual patient against this
in a transparent manner. In scientific research and disease or
implant registration, this has major consequences for health
organisations. In daily clinical practice, some simple adjustments
usually are sufficient to comply with this new law.

campaign was executed and stellar
fines were announced if organizations
would not meet the new criteria. Pro-
tection of personal data is of particular
importance in the health sector, and
the basic requirement of confidential-

Introduction

On 25 May 2018, the General Data
Protection Regulation (GDPR) of the
European Union was effectuated (1).
With the introduction, a huge media
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ity of diagnostic and therapeutic information requires
special attention in the digital environment. The new
GDPR implies that all health organizations processing
personal data must be able to prove that they comply
with the rules. So, our full attention was drawn, but what
are the consequences for our daily work as physicians?

Key elements

Although the new GDPR applies to all domains of
the public and private sectors, some specific deroga-
tions (legal exemptions) are defined for data concerning
health, meant to protect the rights of patients and con-
fidentiality of their personal health data (2). The main
purpose of the GDPR is to define and update several
basic rights of patients regarding control of and access
to their personal data, and to implement common rules
for data protection in all member states. Key elements
of the new regulation include the need for clear and
affirmative consent by the patient concerned; destruc-
tion of data if storage is no longer necessary for the
initial purpose or after withdrawal of consent by the
data subject (‘the right to be forgotten’); the right to
obtain rectification of his/her personal data; the right
of the patient to transfer personal data to another insti-
tution (‘data portability’); the right of the data subject
to be informed when his/her data have been hacked.

The GDPR applies to data concerning health and
genetic data. Health data are personal data related to
the physical or mental health of a person, including
the provision of health care services, which reveal in-
formation about his or her health status. Genetic data
are defined as personal data relating to the “inherited
or acquired genetic characteristics of a person which
give unique information about the physiology or the
health of that natural person.

Consent

The new regulation explains that consent must be
explicit and unambiguous, that is to say, it needs to be
given through a clear affirmative act. It has to be freely
given, and be an “unambiguous indication of a data
subject’s agreement to the processing of their personal
data”. This can be written, electronic or oral. Silence or
inactivity (e.g., a pre-ticked box) cannot be considered
as consent anymore. For example, a written statement
in the patients'file that “he was informed and stated that
he agrees to share his personal data” is agreeable, but
a disclaimer on the website of the institution that “by

making an appointment it is assumed that the patient
agrees in sharing his personal data” is not. Moreover,
patients should be informed on how to withdraw con-
sent before giving it.

Sharing data

In healthcare, the rules on data protection allow
patients’ data to be processed as long as the person
who does the processing is bound by professional se-
crecy. This means that healthcare professionals and
healthcare institutions do not have an obligation to
ask systematically for patients’ consent before they can
use it. However, they are bound by the principle which
ensures the exemption from consent is proportionate
and limited to what is necessary for the patients’health
and social care.

This greater flexibility in healthcare to use data with-
out consent can be positive and efficient in several re-
spects, as it means that there is more possibility for
communication of data within a patients’ healthcare
team which is important for integrated care. Therefore,
the GDPR is less burdensome for healthcare workers.
For example, if a patient is presented in a transmural
(video)conference, no explicit consent is required. Also,
if a general practitioner needs to be informed about the
health of the patient, or if a patient is referred to another
hospital and the colleague needs to be informed, no
consent is required. Even if the urologist needs informa-
tion from physicians from other institutions who were
consulted earlier by the patient, no consent is required.
An important safeguard for the patient is that personal
data can only be collected, used and shared by a person
subject to professional secrecy.

Research

Data protection law only applies to personal data—
that is, data that does directly or can indirectly iden-
tify an individual. Other data are still fully available for
medical research. In the ideal (legal) world, the subjects’
data for research need to be anonymized. In practice,
this is not feasible, because these patients’ data require
some kind of reversibility (3). To anonymize the data, the
simple deletion of name and address is not sufficient.
In fact, truly anonymized data cannot be linked back
to an individual, which means that verification of data
is not possible by any means. Therefore, some kind of
reciprocity is required. This is called pseudonymized
data. A third party has identifiers removed and replaced
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with a unique key code. The researchers do not pos-
sess the requisite key code. This key code, if required,
can be used to trace the data back to an individual,
enabling any safety concerns to be acted upon and
for data to be verified. Pseudonymized data must be
treated as precious as personal data. That is because
of the increased vulnerability of data these days: if the
key code is hacked, then all the data can be linked to
an individual once more.

A point of debate is if an exemption should be made
from the obligation to always seek consent before us-
ing patients’ data for research in cases where asking
for consent or re-consent is impossible. The European
Patients’ Forum, an umbrella organization that works
with patients’ groups across Europe, states that although
informed consent is a fundamental right and should
be the rule, in some cases exemptions to consent for
sharing data are needed to make research possible. In
these circumstances, other safeguards need to be in
place to ensure patients’rights.

Patients’rights

The right to access the medical record is explicitly
mentioned in the new Regulation (4). The institutions’
data-controller can charge a fee for administrative cost
of providing the data when the request was done “repet-
itive or unfounded."The patient can request to receive a
copy of the health data in order to transfer it to another
entity or person. There is also the so-called “right to be
forgotten”. This is applicable in three circumstances: 1.
If patients have withdrawn consent and the data con-
troller has no other grounds for processing their data.
2. If there is no longer a purpose for processing it, in
accordance with the principle of limited storage and
data minimisation. In practice, there is no fixed period
mentioned how long the medical file should be kept
and it is still to be defined. 3. If the processing is unlawful
in the first place, for example when the data controller
has made the information public, e.g. online. He has to
take reasonable step to ensure other controllers also
remove links etc. in order to implement patients’rights.
In case of a data leak (“security breach”) the patient
needs to be informed and updated if «the rights and
freedom are at risk.” In research, a derogation of the
patients’ right to access medical information can be
possible in cases where it would render impossible or
impair the achievement of the purpose of the research.
Providing patients with certain information could for
example be a problem in a blind trial, or it could come

at an important cost when it concerns a large number
of participants. Restriction or objection to processing
of one’s data can also introduce bias in the sample of
data used. It is recommended to make a statement on
this issue in the Informed Consent form before entering
the research trial.

Registration of implants

Many countries started the unique coding and
central registration of medical implants for matters of
safety. This, for example, could be relevant in the event
of a recall. It should always be clear which implants
have been used in which patient. These data need to
be pseudonymized as well. A complicating factor is that
the implants are typically used in many institutions na-
tionwide or even internationally. Therefore, the pseudo-
nymization of the personal data of the patients could be
challenging for all parties. For example, for this purpose,
The Dutch National Implants Registry recently became
effective in The Netherlands. To meet the GDPR criteria,
the data are controlled by the Health Care Inspectorate
(HCI) for pseudonymization and registration. In case of
arecall, individual medical institutions and patients are
approached by the HCI.

Audit

For reasons of quality control, audits are frequently
executed in our medical institutions. The GDPR consid-
ers audit and health care management are a primary use
of health care data, directly relevant to the monitoring
and improvement of quality of health care. Therefore,
it is seen as a primary use of data and requires no en-
cryption of data or a separate consent. In contrary, as
stated above, research is considered secondary use
of data. Sometimes an audit could be marked as re-
search. For example, if an audit compares health care
systems to discover which is most effective, this can
also be categorized as research as the practices are not
compared to a gold standard, and there is a hypothesis
being generated or even tested by finding associations.
Therefore, these kinds of auditory survey require pseu-
donymization as described above.

The GDPR in Greece

In 2016, there were 196 appeals and complaints re-
garding Medical Personal Data, according to Hellenic
official authority statistics. Two of the opinions issued
by the Authority were concerning medical queries such
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as the legal obligation of pharmaceutical companies to
publish all funding to medical doctors and the operation
of an online surgery list of hospitals (5). During 2017,
there were 293 appeals out of a total of 1751 concern-
ing health issues. The major health opinion issued was
concerning the processing of patients’ medical data
during in vitro fertilisation procedures (6).

Hellenic major healthcare providers generally op-
erate by implied consent to use patient data for direct
care, without breaching confidentiality. A minority of
clinicians in Greece find the new regulation confusing
and intellectually challenging. The implementation
of GDPR requires time and attention to detail; that is
the reason why some urologists failed to follow and
abandoned the application of the new rules. Urologists
ignoring these regulations run the risk, at the very least,
of damaging their reputation if anyone cares to notice
and ask:“Don’t you care about privacy?”

MepiAnyn

Mée Tt B¢omion Tov KavoviopoU yia T mpo-
0Ta0ia TV YEVIKWV dedopévwy, N Xprion Twv
TIPOOWTIKGV OESOPEVWY OTNV IATPIKI TIPAKTI-
kn meplopiCetat kat mpoatateetal. Ta faoika
OTOLXEa TOU VEOU Kavoviapov iepihapfavouv
TV avdykn oagol¢ kai BeTiknAg ouykatdBeonc
T0U EvOlaQEPOpEVOL aoBevN, TV KaTAGTPOPH
dedopévwy eav n dlatripnon dev ival miéov
amapaimm, 1o dikaiwpa va AnopovnBei, 10
dikaiwpa amoktnong SlopBwoewv MPOoWMIKKV
dedopévwy, To dikaiwpa Tov aoBevi va HeTapépel TPoowIKA
dedopéva ae Ao ibpupa kai To ikaiwpa Tov acbevr va evn-
pepwvetal otav ta dedopéva éxouv mapapiaotei. Autd to dpbpo
€€NYEL TIC GUVEMELEC TWV VEWV KAVOVIOWGV JIE TTPAKTIKO TPOMO yla

(11  http://www.privacy-requlation.eu/en/.

[2] Editorial. The new EU General Data Protection Regulation: what
the radiologist should know. Insights Imaging 2017;8:295-299
DOI 10.1007/513244-017-0552-7.

[31 Rumbold J.M.M., B. Pierscionek. The Effect of the General Data

‘/ Né€eic
EVPETNPLACHOV
Kavoviopog
Y10 TV TPOCTAGIA TWV YEVIKWY
dedopévwy, yeviki oupoloyia,
npootacia ¢ 1biwtikng {wig,
ouykatadeon, eyypaqr, é\eyyog

Conclusion

In daily practice the new GDPR is explicit on patient’s
rights and asks an active approach from the physician,
e.g. by the obligations to actively ask for consent and
to provide information on patients’request. In research,
pseudonymization of personal data requires a third
party to be involved and could be demanding on the
organization and budget. National implant registration
needs political support to be organized properly. On
request, the health organization should be able to show
what action is taken to comply with the GDPR.

In an age of increasing use of social media, big data
analyses and evolving technical possiblities to com-
municate the hazard is that we may lose control over
our privacy. The GDPR has been set up to protect the
individual patient against this in a transparent manner.
In scientific research and disease or implant registration,
the GDRP has big consequences for the health organisa-
tions. In daily clinical practice, some simple adjustments
usually are sufficient to comply with this new law.

Ta dnpd01a VOGOKOpEIR, Ta MaVEMOTNAKA
VOOOKOpEia Kal Ta 1aTpIkd votitolTa.

¢ Wa emoxr avéavopevng XpRong Twv
KOWVWVIKWV PEOWV SIKTOWONG, peyaang
avahvong dedopévwv kat e¢eMooopEvwY
TERVIKWV SUVATOTATWV EMKOWVWVIaC, 0 Kiv-
duvog givat n anwAela eENéyyou TG 1B1wTL-
kNG pag {wric. 0 véog vopog €xel Beomiotei
yla va mpooTateloel Tov KaBe aoBevn pe
TpOMO dlagavry. LTV EMOTNUOVIK Epeuva
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Introduction & objectives: Percutaneous nephrolithotomy (PNL)
is the treatment of choice for renal calculi larger than 2cm . Since
the first description by Fernstrom and Johansson in the 1980s
the technique has been continuously modified and improved in
order to minimize the incidence of complications and improve the
stone free rate. Many ways of gaining access to the pelvicalyceal
system have been described over the years. Fluoroscopy is the
most widely used technique (86%) for renal puncture although
ultrasound-guided, alone or combined with fluoroscopy, (T-

guided and endoscopy combined accesses have been described.
The objective of this article is to describe different fluoros-
copy-quided techniques for renal puncture in a step-by-step
educational video.

Materials and methods: We created a high-resolution video
with the most frequently used techniques for fluoroscopic pel-
vicalyceal access. Each technique is presented both in real cases
and animation video as well in order to be fully understood.
Results: Four techniques are described in the video.

Introduction

system have been described over the

years. Fluoroscopy is the most widely
used technique (86%) for renal punc-
ture®* although ultrasound-guided,
alone or combined with fluoroscopy,
CT-guided and endoscopy combined
accesses have been described.

The objective of this article is to
describe in a step-by-step educational
video different fluoroscopy-guided techniques for renal
puncture in prone position.

Percutaneous nephrolithotomy
(PNL) is the treatment of choice for re-
nal calculi larger than 2cm’. Since the
first description by Fernstrom and Jo-
hansson in the 1980s? the technique
has been continuously modified and
improved in order to minimize the in-
cidence of complications and improve the stone-free
rate. Many ways of gaining access to the pelvicalyceal
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Monoplanar access

With the mono-planar technique the C-arm remains
perpendicular to the patient’s body during the entire
operation. No rotation is required and the fluoroscopy,
coming from the bottom of the operating table, enters
always perpendicular to the patient’s body. The surgeon
orientates the first plane of his puncture by setting the
needle on patient’s body, in a fashion parallel to the axis
of the targeted calyx infundibulum. The surgeon then
moves back the tip of the needle at the entry of the tar-
geted calyx at the level of the skin and initially punctures
the skin with a 45 degree angle to the horizontal plane.
However, at this point it is not known whether a more
steep (< 45°) or wide (> 45°) angle is required to correctly
locate the calyx as the needle is advanced inside the
body. Without rotating the C-arm this is depended on
surgeon’s experience as he advances the needle towards
the kidney. Cephalocaudal adjustments of the needle
are required to identify the correct angle. It is crucial
to keep the direction of the needle parallel to the axis
of the infundibulum of the targeted calyx while the
surgeon makes the aforementioned adjustments. Two
signs are crucial to identify the correct angle towards
the calyx, first the movement of the renal cortex as the
needle enters the kidney and the movement of the calyx
just prior entering the pelvicalyceal system’ (Figure 1).

Bi-planar Fluoroscopic access by rotating
the C-arm in the long axis of the patient’s body
(cephalocaudal direction)

With the bi-planar techniques the C-arm is rotated
into two different positions radiating the patient’s body

from two different axes. As a consequence two fluoros-
copy planes are created. The first one is perpendicular

Figure 1. The surgeon orientate the needle
parallel to the axis of the calyx’s infundibulum.
The depth of the puncture is estimated

by surgeon’s experience
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to the patient’s body and it is the same plane as the one
described for the mono-planar technique. This plane
is oriented by positioning the needle on the skinin a
fashion parallel to the targeted calyx infundibulum.
The second fluoroscopy plane is used to identify the
depth of the needle in relation to the targeted calyx.
In the current technique the C-Arm is turned towards
the head of the patient, in order to estimate the depth
of the calyx.

To better understand the technique a mosquito for-
ceps is attached to the skin at the level of the targeted
calyx. As the mosquito is superficial to the targeted
calyx its position in relation to the needle will help the
surgeon to identify the correct depth. In detail, initially
the needle punctures the skin in a 45-degree to the
horizontal plane and is advanced approximately 5cm
into the patient’s body, or depended on surgeon’s ex-
perience, directly to the desired calyx. Then, the C-arm
is rotated 30 degrees towards the patient’s head. If the
needle is located at the level of the calyx both in the
perpendicular and the lateral position of the C-arm then
the needle is into the calyx. If the needle and the mos-
quito move to the same direction (patient’s feet) in the
fluoroscopy image, it means that the needle is more
superficial to the desired calyx and the surgeon needs to
readjust it by slightly withdrawing the needle shaft and
re-advancing the tip in a more steep (deep) direction.
If the needle moves in the opposite to the mosquito
direction (mosquito to the patient feet and needle to
the patient head) in the fluoroscopy image, it means
that the needle is deeper to the desired calyx and the
surgeon has to readjust it by slightly withdrawing the
needle shaft and re-advancing the tip in a more wide
(superficial) angle® (Figure 2).

Figure 2. Bi-planar Fluoroscopic access in the long
axis of the patient’s body
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Figure 3. Bi-planar Fluoroscopic Access
Perpendicular to the Long Axis of the patient’s
body - “Bull’s Eye” Technique

Bi-planar Fluoroscopic Access by rotating the C-arm
Perpendicular to the Long Axis of the patient’s body
—“Bull’s Eye” Technique

The first step of this bi-planar technique is exactly
the same to the first plane described in the two previ-
ous techniques. With the C-arm in the perpendicular
position the surgeon puts the needle on the patient’s
skin in a fashion parallel to the longitudinal axis of the
desired calyx infundibulum. The correct angle of the
puncture line related to the horizontal skin plane, in
order to appropriately target the calyx, is determined
by rotating the C-arm 30 degrees towards the surgeon
site. This lateral fluoroscopy plane determines the cor-
rect skin-puncture angle when the calyx, the needle
tip, the needle shaft and the needle hub are shown as
a single dot at the fluoroscopy screen (Bull's eye). This
means that the calyx and the needle are in-line. Next,
the surgeon advances the needle towards the desired
calyx with the fluoroscopy remaining at 30 degrees
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Figure 5. Triangulation Technique in clinical

practice
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and keeping the angle and the “dot” stable. What it is
not known during this step is the exact depth that the
needle should be advanced in order to enter the ca-
lyx. To identify the depth, the C-arm is rotated back to
the perpendicular position or minus 10 degrees to the
perpendicular position. Fluoroscopy at this position
identifies the location of the tip of the needle. When the
tip is at the center of the calyx then the needle is in the
pelvicalyceal calyx. When the needle has not reached
the tip of the calyx the surgeon has to advance its tip
until it is into the calyx. When the tip of the needle is
advanced beyond the wall of calyx the surgeon has to
withdraw under fluoroscopy the tip of the needle until
it is located inside the calyx. During this technique the
surgeon may radiate his/her hands. In order to avoid
radiation exposure the fluoroscopy field may be coned
or the surgeon may use mosquito forceps or specifically
designed plates to guide the needle’ (Figure 3).

Triangulation Technique

This technique is based on the fact that if you have
the location of a target in two fluoroscopic planes you
can calculate the exact target’s location through the
puncture site.

With the C-Arm at 0° the aimed calyx is marked as
point “A”. Then the C-Arm is turned at 30° towards the
surgeon and the aimed calyx is marked as point“B". The
distance between “A”and “B” (x) can be measured. The
two marked points and the calyx form a theoretical cir-
cle. The radius of the circle (R) is the depth of the aimed
calyx. So, the circumference of the circle equals with 12
% X. Then the radius can be calculated; circumference
=2nR - R = 12x/6.28. An equilateral trigone can be
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defined using “A”and “B”; the third corner of the trigone
(point“C") is the site of puncture. The calyx is expected
after R cm of insertion of the needle® (Figure 4).

In clinical practice, for the triangulation technique, the
C-arm is initially angled away from the site of the punc-
ture, with the image intensifier pointing towards the head
of the patient (when the lower calyx is punctured). This
decreases radiation exposure to the surgeon. The C-arm is
moved back and forth between two positions; one that is
parallel and one that is oblique to the line of the puncture.
With the C-arm at the parallel position, adjustments are
made to the mediolateral direction; right to left. With the
C-arm in the oblique position, adjustments are made at
the cephalad-caudal direction; up to down. It is crucial
to only make adjustments in one direction at atime and
to respect the different orientations as they pertain to
the C-arm position. As soon as the proper orientation is

MepiAnyn

Eroaywyn/Zkomog: H diadeppikn veppohi-

v
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obtained, the needle is advanced towards the targeted
calyx. With the C-arm at the oblique position, before the
renal capsule is penetrated, the position of the needle
is checked with the C-arm in the parallel position. After
proper position is confirmed, the needle is advanced into
the renal collecting system with the C-arm back to the
oblique position® (Figure 5).

Conclusion

PNL is less often employed than ESWL/ RIRS and
has a short but most difficult first step. Sometimes per-
cutaneous access takes less than one minute in a PNL
operation. Thus, learning of this step may be difficult
for residents or beginners. In this step, surgeon tries
to enter a 3-dimensional organ blindly with the aid of
2-dimensional imaging modalities.

vou¢. Opoiwg 6TWE Kat 0Tn mpwTn TEXVL-

BopBuwia (PNL) amoteAei T eméppaon ekho- /\S&IC K, n BeAdva tomoBeteitar mapdAAnha pe

YIS Y10 TV QVTIPETWTTLON VEPPIKWY AiBwv £up£tr|plaopot) Tov avyéva Tou kaAuka oti¢ 0°. Emerta, T0

>2cm Kat Kaparhogidoi¢ MiBiaong. Ao tny Stadeppukn veppohBoBpuyia, (-Arm otpépetal ite mpog To KEQAN ) Ta

TGN meptypagi ¢ T Seaetia Tou ‘80 amd PCNL, veppoMibiacn, 16610 Tou AoBevoUC yia va TPOdIOpIOTE

1ou¢ Fernstrom Kat Johansson, €ehiooeTal TEVIKEG 65“65""“‘"“ 10 dBoc £16650u TNC PeNovac.
TAPAKEVTNONG

OLVEXWC, [iE KOO va eAayloTomoinfouv ol
emmhokEC kat va avénei to stone-free rate.
H akTivookomikr mapakévinon tov mueho-
KAAUKIKOU 0UOTHAATOC €ivatl 1) TTo GuXVd XPNOLUOTIOI00HEVN
pHéBodOC maykoopiwg, e Tig meploadtepe¢ PNLS va extehobvTal
0NV Khaootkr mpnvr Béon.

Zkomd¢ Tou dpBpou €ivar va mapoualdoel TIC SIAPOPES TEXVIKEC
QOKTIVOOKOTIKNC TAPOKEVTNONC.

Yhiko/MéBodog: Mapouvaialouple Ti¢ GuRVOTEPA XPOIUOTIOL-
00EVEC AKTIVOOKOTIKEC TEXVIKEC TTAPAKEVTNONG TOU IUENOKA-
AukikoU ouoThpatog otn Sladeppikn veppohiBobpuiia. H kdbe
TEXVIKI mapouotaleTal o€ mpaypatikd meplotatikd, aAd kai o€
animation video, ®ote va yivel mo 0koha katavonTy.
Amoteléopata: Mapakévinon oe éva enimedo. Me to C-Arm oTig
0°, 0 e1poupyd¢ TomoBetei Tn fehdva mapdAAnAa pe Tov auyéva
ToU KdAuka. To BaBog dicioduong mpoadiopiletar epmelpika Kat
He ouveyeic dlopBwoelg, €ite empaviakotepa, eite fabitepa.
Mapakévinon ae 600 emimeda, mapdAnAa 6To Kopuo Tov aoBe-

MNapakévtnon og d0o emineda, kGBETa KoppO
Tou aoBevouc (Bull's eye). To C-Arm otpéepe-
Tat oti¢ 30°mpog o Xelpoupyo Katn akpn Te
Behovag TomoBeteitar 0o kAAuka. H Behdva pépetal mapdAnAa
otov d¢ova tou C-Arm, wote Behdva kat kdAukag va oxnuatiCouv
Hia koukida. To BdBog 10060v mpoadiopiletar pe o C-Arm otig 0°.
Texvikn Tptywviopov. Otav éva onpeio amewoviCetar o€ d0o mAd-
Va 0TIV aKTIVOOKOTNON, Umopei va umoAoyiotei n akpiPric Béon
TOU 0TO XWpO pe padnpatikoi umodoyiopoe. 2Ti¢ 0° opiletai o
kaAukag oav onpeio «A» kat oti¢ 30° oav onpeio «B». O kdAvkag
kat ta onpeia «A» kat «B» axnuatiCouv éva vontd kOkAo mou
umopei va umoloyiotei n aktiva Tou, dnAadn To emBupnté fdbog
mapakévtnong. To onpeio mapakévnong €ivat n Kopuer evog
L00mAEVpOL TPIywVoL mou oxnuati(ouv Ta onpeia «A» kat «B».
Zupmépacpa: H akTivooKomIKr mapakévnon givat n mo ouyvd
xpnotpomotoupevn texvikn otn PNL. O xeipovpydc Ba mpémet
va yvwpidet OAe¢ Tig mapalhayég yia Ty EmTuyn mapakévinon
omolodrmote KAAuka.
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