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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 artwork s 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 electron-
ic version of your article. In: Jones BS, Smith RZ, ed-
itors. Introduction to the electronic age, New York: E
- Publishing Inc; 1999, p. 281 - 304.

For further details you are referred to Uniform Re-
quirements for Manuscripts submitted to Biomedical
Journals (J Am Med Assoc 1997;277:927 - 934) (see
also  http://www.nlm.nih.gov/bsd/uniform_require-
ments.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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Metastatic Renal Cell Carcinoma

Metastatic Renal Cell Carcinoma:
The role of surgery in the treatment algorithm

Mykoniatis I., Memmos D., Anastasiadis A., Dimitriadis G.
1st Department of Urology, Aristotle University of Thessaloniki, Greece,
41 Ethnikis Aminis Street, Thessaloniki, Greece

Renal cell carcinoma (RCC) is a life threatening disease, the most  limited benefit in patients with metastatic disease, except for
lethal among urinary tract tumors. It accounts for about 2-3% palliative reasons. The aim of this review is to study the role of
of adult solid malignancies, with a reported worldwide annual  surgical intervention in the treatment algorithm of metastatic
increase of 1.5-5.5%. Surgical intervention is the primary treat-  renal cell carcinoma.

ment for early-stage RCC, however nephrectomy alone offers

Introduction disease and approximately 30-50% of patients with
RCC will either present with or later develop metastatic
disease (4). Although 5- year survival for all stages of RCC

continues to improve, M1 patients

Renal cell carcinoma (RCC) is a life threatening disease,
the most lethal among urinary tract tumors (1). It ac-
counts for about 2-3% of adult solid ma-

who remain untreated have a 5 year

lignancies, with a reported worldwide \/ .
' survival of 0-18% (5).

annual increase of 1.5-5.5% (2). This is / Key words 6 (5)

i i . Surgical intervention is the primar
mainly due to increased availability of Metasta;t;c r:nal cellhcarctlnoma, treatmgent for early-stage ch how)f
cross-sectional imaging leading to ear- etastasectomy rfc' on:iyll ever nephrectomy alone offers I,imited
lier detection of small kidney tumors (3). metastasec.tomy, multimoda ) . : s

therapy; immunotherapy benefitin patients with metastatic dis-

At the time of diagnosis, approximately

ease, except for palliative reasons (6).
20% of patients have locally advanced P P

Mykoniatis I., Memmaos D., Anastasiadis A., Dimitriadis G.
Metastatic Renal Cell Carcinoma: The role of surgery in the treatment algorithm.
Hellenic Urology 2018, 30(3): 13-20

Corresponding author:
Memmos Dimitrios
E-mail: urolauth@med.auth.gr
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For advanced or metastatic disease, nephrectomy may
only be curative if all metastatic deposits are excised
(7). The clinical benefit of cytoreductive nephrectomy
(CN) for cases of metastatic RCC (mRCC) was proved in
randomized trials in the cytokine era (8, 9). Prior to the
advent of antiangiogenic agents, systemic treatment
options for mRCC were limited to cytokine therapies
(ie, interleukin [IL]-2 and interferon-alpha [IFN-a]). In
the past few years, a shift in the treatment algorithm
for RCC has occurred with the introduction of receptor
tyrosine kinase inhibitors (TKIs), vascular endothelial
growth factor (VEGF) antibodies, and mammalian target
of rapamycin inhibitors (mTORs). In the past 5 years, sev-
eral anti VEGF therapies have been approved for use in
advanced RCC. These include sorafenib, pazopanib and
sunitinib, small molecule inhibitors of VEGF receptors
(VEGFRs), c-Kit, platelet-derived growth factor recep-
tors (PDGFRs), and Flt-3. In addition, bevacizumab, an
antiVEGF antibody, was approved in combination with
IFN-a (10, 11). However, the contribution of molecu-
lar-targeted therapies (MTT), which proved to be more
effective than cytokine therapy, has recently signifi-
cantly impacted recurrence-free survival in metastatic
patients, challenging in some cases the real interest of
nephrectomy (12). Moreover, certain molecular-targeted
drugs, particularly TKI, induce tumor shrinkage leading
to a critical reevaluation of the surgical management
of patients with mRCC.

Surgical treatment in the setting of mRCC may be
in the form of palliative nephrectomy, cytoreductive
nephrectomy (CN) and metastasectomy.

Palliative Nephrectomy

Although palliative nephrectomy seems to offer a
positive effect, regarding the quality of life in selected
patients, surgery alone for mRCC without adjuvant
therapy is profitless. Taking into concern the frequently
displayed poor performance status (PS) of patients in
this advanced stage, surgical intervention may be as-
sociated with higher morbidity and mortality. Relative
indications, in which surgery is an option, are rare cases
of major bleeding, intractable pain, uncontrolled hyper-
tension, symptoms due to paraneoplastic syndromes
such as erythrocytosis, severe uncontrolled hypercal-
cemia, and only if usual measures fail.

In a study reported by Walther et al, 12 patients with
mRCC and hypercalcemia underwent nephrectomy
which resulted in a calcium decrease only in 7 of them,
as in 4 persons it increased and in 1 patient calcium

14

Metastatic Renal Cell Carcinoma

measurements were stable. Furthermore, the group of
patients in which a reduction was noted did not have
a survival benefit as the median survival for all partici-
pants was 6 months (13). Maybe the metastatic lesions
are the cause of systematic effects and not the primary
kidney tumor and therefore palliative nephrectomy
may fail to relief the associate problem. In addition, in
the era of minimally invasive techniques, such as vessel
embolization, which leads to comparable effectiveness,
palliative nephrectomy has become a fallback solution.

Cytoreductive Nephrectomy

Biological contribution

Although the reasons for the significant improvement in
survival due to CN are still not fully understood, several
mechanisms have been proposed. RCC is capable of
Influencing and suppressing the host’s natural immunity
resulting to immunological dysfunction. The primary
tumor suppresses the cell-mediated immunity and
acting as an ‘immunogenic sink’ where the circulating
macrophages, immunoglobulins and lymphocytes are
diverted and kept away from the distant metastases
(14). Radical nephrectomy particularly combined with
subsequent cytokine therapy may elevate the circulat-
ing levels of these immunologic factors, resulting to a
more accurate targeting of metastases. In addition, RCC
produces high levels of proinflammatory and T-cell in-
hibitory substances including IL-6, IL-8, IL-10, TGFb-1 and
TNF leading to immunologic response suppression (15).
Removal of primary tumors may, therefore, eliminate
a source of these growth factors leading to limitation
of future metastasis.

Significance of Cytoreductive Nephrectomy for mR(C

Nephrectomy alone for mRCC patients is definitively
not curative and should not be done indiscriminately.
However, when conducted in a frame of a multimodal
treatment approach, it does have a beneficial comple-
mentary role. The ideal timing of nephrectomy in the
multimodal management is still debatable. There are
authors who proceed in CN only after systemic therapy
and others who prefer an upfront nephrectomy. Both
treatments strategies have their own pros and cons.

Nephrectomy before systemic therapy

The advantage of pre-immunotherapy debulking
nephrectomy was best supported by two randomized
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clinical trials (RCTs) published in 2001, the South West
Oncology Group (SWOG) 8949 trial in the USA and the
European Organisation of Reasearch and Treatment
of Cancer (EORTC) 30947 trial in Europe [7, 8]. Both of
them compared a nephrectomy + IFN-a therapy group
with an IFN-a monotherapy group.

In the EORTC trial, the overall survival(OS) was 17 and
7 months, in the nephrectomy + IFN-a group and the
IFN-a monotherapy group respectively (HR 0.54, 95% Cl
0.31-0.94) whereas the time to disease progression was
5 and 3 months, respectively (HR 0.60, 95% Cl 0.36-0.97).
In the SWOG trial, the OS was 11.1 months in the combi-
nation group, and 8.1 months in the IFN-a monotherapy
group (P = 0.05). A combination analysis of these two
studies carried out by Flanigan and colleagues resulted
in a median survival of 13.6 months for the nephrectomy
+ IFN-a group and 7,8 months for the immunotherapy
alone patients. There was a survival advantage of about
6 months for the CN + immunotherapy group (16). One
critical point of the SWOG trial which is worth men-
tioning, is the finding that when a subgroup analysis
regarding the PS was done, for the PS 0 patients prog-
nosis was even better in the nephrectomy + IFN-a group
compared with the IFN-a monotherapy group (17.4 vs.
11.7 months of survival). However, the difference was
reduced in the PS 1 patients, in which survival was 6.9
vs. 4.8 months in the combination group and the IFN-a
monotherapy group, respectively. Thus, in the cytokine
therapy era, it seems that CN tends to improve progno-
sisin M1 patients and moreover, in patients showing a
favorable general condition the prognosis is prolonged.
A review of patients data from the surgical arm of the
SWOG 8949 trial demonstrated significantly improved
survival in patients who experienced postoperative
increase in blood urea nitrogen (BUN) and creatinine
compared with those who did not (17 vs. 4-month sur-
vival; P = 0.0007), making the provocative hypothesis
that the survival advantage could be attributed to the
post-operative azothemia resulting from CN and not
to tumor excision (17). Additionally, a Cochrane-based
analysis concluded that in PSO M1 patients with minimal
symptoms, CN followed by IFN-a offers the best survival
strategy for fully validated therapies (18).

The control drug therapy utilized in the aforemen-
tioned trials was only IFN-a monotherapy and no RCTs
validating the effect of MTT exist, the efficacy of which
for mRCC has led some researchers to question the need
for CN in this setting. This knowledge gap probably will
be bridged by the ongoing CARMENA study in which

the primary end-point of OS is assessed in patients with
mMRCC (ECOG PS 0 or 1), without prior systemic therapy
or surgical interventions, who are being randomized to
either CN followed by sunitinib or sunitinib alone(19) .
In the same direction, at the interesting ongoing since
2010 EORTC-led SURTIME trial, one group of patients
underwent immediate CN before sunitinib therapy, simi-
larto the CARMENA study, but there was another group
that received three cycles of sunitinib (4 weeks on and
2 weeks off) prior to CN, followed by the resumption of
sunitinib therapy. Regrettably, both trials’ status is still
shown as“This study is currently recruiting participants.’
keeping us in the dark regarding the importance of CN
in mRCC in relation to sunitinib monotherapy.

Other retrospective series report an advantage for
patients undergoing CN prior to the systematic drug
therapy. Choueiri et al, reported on 314 patients with
mMRCC, of whom 201 underwent CN followed by MTT
(20). They reported that CN was associated with a me-
dian overall survival of 19.8 vs. 9.4 months for patients
who did not undergo CN (p < 0.0001). However, the
benefit was marginal in patients in the poor prognostic
risk group. Although this was a retrospective study with
all the attendant biases, the influence of good prognosis
and good PS on patient prognosis after CN was high-
lighted. Warren et al, reached similar results concerning
the improved OS for patients who underwent CN prior
to TKI therapy (21). Another retrospective study con-
ducted between 2006 and 2009 included 78 patients
(22), dividing patients into two groups: one with 45
patients that underwent CN + MTT and the second one
with 33 patients that underwent only MTT. Progres-
sion-free survival was 11.7 vs. 9 months, and OS was
21.6 vs 13.9 months, in the CN and the non-CN group,
respectively. Sarcomatous change of the tumor, PS and
the presence/absence of liver metastasis were relevant
with prognosis after multivariate analysis.

A nomogram able to predict the 6- and 12- month
survival was published in 2013 by the MD Anderson
Cancer Center based on the analysis of the postopera-
tive survival of 601 patients who underwent CN through
the period 1991 - 2008 (23). LDH and serum albumin
levels were identified as preoperative prognostic factors,
whereas the postoperative prognostic factors were N
stage, =T3 stage and the presence/absence of blood
transfusion, additionally to LDH and serum albumin
levels. Obviously, the syntax of a nomogram could turn
into a useful tool when determining whether or not to
proceed to a debulking nephrectomy. Regrettably the
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majority of the 601 patients of the study were treated
before the MTT era, thus no consideration was given
to the induction of postoperative drug therapy in the
treatment algorithm. Hence, the nomogram is not im-
mediately applicable to current clinical settings where
MTT nearly always follows CN. The development of a
nomogram that considers MTT is deemed necessary
nowadays.

Potential disadvantages of upfront CN include pe-
rioperative morbidity and mortality, and systemic ther-
apy delay. The mortality of CN varies from 6 to 11% and
the morbidity is around 20% (24). In the SWOG trial,
there was only one death in the perioperative period
and only 2% patients were unable to receive IFN-a after
surgery (8). Walther et al, compared open nephrectomy,
lap-assisted nephrectomy, and lap morcellation regard-
ing the interval needed for the safe immunotherapy
induction (13). The median time interval was 67, 60
and 37 days respectively. The patients that benefited
the most were those who had morcellation.

Nephrectomy after systemic therapy

With the exception of some case series (24, 25), cytokine
therapy (IL-2, IFN) before CN did not produce encour-
aging results.

Neoadjuvant or presurgical therapy is a novel ther-
apeutic strategy which is currently being investigated
in the treatment of mMRCC, in conjunction with devel-
opment of MTT that affects specific angiogenic and
growth factor pathways important in RCC biology (26,
27). 1t has been reported that the tumor progresses after
nephrectomy in 22% of patients (28). Loss of angiostatin,
an angiogenic inhibitor secreted by the primary tumor,
has been proposed as a potential biological mechanism
which may partially inhibit the growth of metastases.
The concept of neoadjuvant therapy is presented as an
attractive treatment paradigm for many reasons. With
the primary tumor left in situ during administration of
systemic therapy, there is real-time feedback provided
on disease response to the selected treatment, which
may allow therapy adjustments to ensure maximal re-
sponse. Downsizing the primary tumor could facilitate
resectability, reduce the amount of normal tissue that
needs to be removed and decrease operative risk (29).
In concert, patients not responding to systemic therapy
can avoid highly morbid surgical interventions,which
have no hope of offering a better outcome. In addition,
presurgical targeted therapy may result in a reduction
of cancer-related morbidity prior to surgery. Lastly, tu-
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mor tissue, harvested at the time of surgery, can be
rigorously interrogated with translational research
techniques not only to evaluate the effects of systemic
therapy at a molecular level but also to provide clues
regarding pathways of resistance and novel therapeutic
targets.

The disadvantages of MTT include the possibility
of higher surgical morbidity and postoperative com-
plications, mainly due to the inhibition of the VEGF
receptors and other related pathways. The proangio-
genic pathways hold a major role in tissue integrity and
any alteration in these could result to delayed wound
healing, incisional hernia and fascial disruption. Addi-
tionally, natural regeneration of the microvasculature
can be disturbed, resulting in postoperative bleeding
and thrombotic events (30).The increased cost of MTT is
another serious drawback of this treatment algorithm.

In 2009 Wood et al, published a study in which suni-
tinib, sorafenib or bevacizumab therapy was adminis-
tered preoperatively to 44 patients and a control group
of 58 patients, who underwent CN only, was used for
outcome comparisons. None of the surgery -related
complications, which occurred in 33 patients, were more
frequent in the preoperative MTT group. Also variables
such as median CSS and duration of surgery, was not
significantly different between groups. Hence, MTT be-
fore CN is unlikely to be linked to decreased survival (31).

In 2011 Powels et al, reported combined data from
2 phase Il trials using different protocols (32). In both
studies, CN was performed in patients with mRCC 24
hours after the end of 2 cycles of sunitinib in study A,
whereas in study B, it took place 14 days after the end
of 3 cycles of sunitinib. Thirty-seven patients (70%) were
operated, while 16 patients were not, with the reason
being, disease progression in 9 of them. Perioperative
complications did not differ between study A and B, but
cases with Clavien IlI-V complications (bleeding, renal
failure and death) were reported in study B. Interest-
ingly, 13 out of 21 cases (62%) of severe tissue adhesion
were all found in study B. Moreover, the crucial finding
of this report is the difference in response between pri-
mary and metastatic tumors. The primary tumor volume
increased in 3 patients, while metastatic tumor volume
increased in 10 patients with two patients (both in study
B) experiencing an increase of approximately 30%.

Margulis et al, from the MD Anderson cancer center
treated 44 patients with neoadjuvant-targeted mole-
cules (group A) while upfront CN was done in 58 patients
(group B) (33). Analysis 1 year after revealed that 18.2%



HELLENICUROLOGY

Metastatic Renal Cell Carcinoma

of patients in the group A and 31% patients in the group
B died of RCC. Complication rate was 32.4%. Withholding
MTT for at least 2 to 3 half lives before and after CN may
minimize the adverse effects of these agents on microvas-
culature and tissue level. Simplified, actually, the authors
suggest that a pause of the therapy for 7-10 days before
and after CN would probably reduce surgical risks.

Another retrospective study carried out by the same
center investigated 70 patients who were treated with
MTT before undergoing CN (group A) and outcomes
were compared against 103 patients who underwent
immediate CN (group B) (34). Although patients who
received preoperative MTT had a significantly higher
rate of complications, proportions of Clavien =Ill com-
plications did not differ significantly between groups
(29.4% vs. 30.2%, P = 0.625). A significant correlation
between preoperative drug MTT and all types of compli-
cations was not emerged from univariate or multivariate
analysis. Thus, the authors proposed preoperative MTT
as being a safe treatment option.

Metastasectomy

Despite the advances in MTT treatment for mRCC, sur-
gical resection remains the mainstray of mRCC manage-
ment. With the exception of brain and possibly bone
metastases, metastasectomy remains the most effective
local treatment for most sites (35). Retrospective com-
parative studies, consistently point towards a benefit of
complete metastasectomy in mRCC patients in terms of
0S, cancer-specific survival (CSS) and delay of systemic
therapy (36, 37). A 5-year survival rate of 25-52% is re-
ported after complete resection (36, 38, 39).

Lungs represent the most common site of metasta-
ses in RCC patients. Resection of pulmonary metastases
is associated with better survival rates compared to
other anatomical sites. Predictive factors for a long-
time survival postoperatively are: pathological evidence
of complete resection, fewer pulmonary metastases,
length of the disease-free interval and lack of lymph
node involvement (40) According to Assouad et al, the
shorter disease-free interval is not an important risk
factor for mortality any longer when the resection is
complete. Thus, the most crucial predictive factor for
a longtime survival is the completeness of resection
(41). Repeat metastasectomy for recurrent pulmonary
metastases appears to be efficacious in certain patients
since the group from the Mayo Clinic reported that the
5-year overall survival in this subgroup was comparable
with that in patients without recurrence (42).

Metastases to bones from RCC are seen frequently
(30-40%) (43) and are considered to be unique surgi-
cal challenges due to the risk of major bleeding and
non-response to other forms of treatment. Fit patients
with solitary metastases are considered to be the best
case scenario for surgery but unfortunately osseous
metastases in RCC are commonly combined with poor
PS due to pathological fracture and intractable pain.
Surgical treatment options in these patients include:
cementing and curettage, internal fixation, amputation,
en bloc resection and nailing.

Regarding liver metastases, many retrospective
studies demonstrated positive results of metastasec-
tomy, especially when the candidates for surgery are
carefully selected based on clinical characteristics and
patient-defined variables (44, 45). Timing of liver metas-
tases presence, PS, tumor size, negative resection mar-
gins, primary tumor characteristics (T-stage, Fuhrman,
Grading) and immediate postoperative TKI therapy were
prognostic factors regarding OS and recurrence (44-47).

In 2007 Lin et al, published a retrospective review
of a series of 295 consecutive patients who had been
treated for mRCC at one institution through the period
1974-2004 (48). A total of 368 metastases of renal cell tu-
mors to the extremities and pelvis were treated. The OS
rates at 1 and 5 years were 47% and 11%, respectively.
The metastatic pattern had a significant effect on the
survival rate (p < 0.0001): patients with a solitary bone
metastasis had the most favorable OS rate. Patients
with multiple bone-only metastases had a better sur-
vival rate than patients with pulmonary metastases (p
= 0.009). Moreover clear-cell histological subtype was
associated with better survival (p < 0.0001). The tumor
grade did not predict survival (p = 0.17). Toyada et al,
have proposed time interval from nephrectomy (< or
>2years) to the appearance of the bone metastases
and the presence or not of extra-osseous metastases as
being two important prognostic factors in the treatment
of bone metastases in mRCC patients (49). Based on
these 2 factors, they created a bad and a good prog-
nosis group. In the 50 cases they reported, they found
that those with poor prognostic factors had a median
survival of 5 months while those in the good category
had 30 months median survival.

In order to answer whether preoperative MTT is
beneficial for patients undergoing metastasectomy,
a large-scale retrospective study was carried out in
Japan which included 556 patients who underwent
metastasectomy between 1988 and 2009(50). MTT
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was administered to 128 out of 537 patients (23.8%),
but recurrence rate was not proved to depend on the
presence/absence of MTT.

In another study published by Tosco et al, outcomes
of 109 patients who underwent complete resection
of metastases were reviewed (51). Thirty-one patients
received MTT as first-line treatment and also 3 patients
received VEGF inhibitor therapy as second-line treat-
ment. Multivariate analysis of prognostic factors for
CSS showed favorable MTT with a hazard ratio of 0.72,
although the effect was not statistically significant (P
= 0.38). Taken together, MTT before metastasectomy
could be beneficial for some patients, although there
is a lack of robust evidence supporting the opinion that
this treatment paradigm results in better prognosis.

Regarding postoperative MTT and its results in mRCC
patients undergoing metastasectomy, 2 prospective
placebo-controlled randomized trials are investigating
the use of pazopanib or sorafenib, in M1 patients with
clear cell RCC or any subtype, for up to 1 year after com-
plete metastasectomy. Both studies (NCT01575548, NCT
01444807) are still ongoing with disease free survival
as the primary end-point.[][]
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Conclusion

The recent interest surrounding the multimodal ap-
proach of integrating drug therapies combined with
nephrectomy for the treatment of mRCC is a direct re-
sponse to the advent of MTT. The encouraging response
data outcomes in both primary tumors and metasta-
ses suggest that this is a rational step in the evolution
of mRCC treatment. Definitive evidence supporting
changes in the current treatment paradigms is not pres-
ently available. Selected patients with oligometastatic
diseases, long period of interval from radical nephrec-
tomy to the development of metastases and good PS are
considered to be the ideal cases regarding the survival
rates. In the absence of prospective randomized data,
upfront CN followed by systemic therapy still remains
the standard treatment algorithm for patients with met-
astatic disease and good PS with a resectable tumor. In
contrast, patients with poor overall health, large tumor
burden beyond the kidney, or highly aggressive disease
are unlikely to benefit from nephrectomy, and should
receive systemic therapy first. The ongoing CARMENA
and EORTC trials will go a long way towards defining the
role and timing of CN in recipients of targeted anti-VEGF
therapy. Until the final results are published, patients
with no access to clinical trials should be treated ac-
cording to guideline recommendations.
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Sepsis, a syndrome of physiologic, pathologic and biochemical
abnormalities induced by infection, is a major public health
concern and its incidence is increasing worldwide. Urosepsis rep-
resents an approximately 25% of all sepsis cases and it requires
a multi-disciplinary team consisted by urologists, intensive care

Introduction

Sepsis, a syndrome of physiologic, pathologic and bio-
chemical abnormalities induced by infection, is a major
public health concern, accounting for
more than $20 billion (5.2%) of total US
hospital costin 2011". The reported inci-
dence of sepsis is increasing worldwide?*
making this critical condition a leading
cause of mortality**. Even though some
changes have been made since the ini-
tial definitions developed from the 1991
consensus conference, the sepsis definition has remained
largely unchanged for more than 2 decades®’. Urosepsis
is seen in both community-acquired and healthcare asso-
ciated infections it represents an approximately 25% of
all sepsis cases and it requires a multi-disciplinary team
consisted by urologists, intensive care and infectious

‘/ Key words

Sepsis, septic shock,
definition, management,
complications

and infectious diseases specialists. We review the literature for
potential changes in the steps of recognition and management
of this life-threatening syndrome in an effort to widen our
knowledge and minimize the risk of complications of sepsis.

diseases specialists®. We review the literature about this
critical topic and we summarize all the existing knowl-
edge for the management of this life-threatening entity.

Definitions and epidemiology

In coherence with the new recommen-
dations, sepsis is defined as life-threat-
ening organ dysfunction caused by
dysregulated host response to infec-
tion. This new definition emphasizes
the primacy of the non-homeostatic
host response to infection, the potential lethality that is
considerably in excess of a straightforward infection and
the need for urgent recognition. Systemic inflammatory
response syndrome (SIRS), which is characterized by
two or more of: Temperature >38°C or <36°C, heart rate
>90 min, respiratory rate >20/min or PaCO, <32 mmHg,
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| em  Soe0 1 2.3 4

Pa0/Fi0,mm Hg (kPa) | =2400(53.3) <400(53.3)
Platelets >150 <150
Bilirubin mg/dl (umol/L) = <1.2 (30) 1.2-1.9(20-32)
Cardiovascular MAP =70 mmHg MAP <70 mm Hg
Glasgow Scale 15 13-14
(reatinine mg/dl <12 1.2-1.9
Urine output ml/d

qSOFA (quick SOFA) Criteria
RESPIRATORY RATE = 22/MIN
ALTERED MENTATION

SYSTOLIC BLOOD PRESSURE <100 MM HG

White Blood Cell count >12.000 /mm? or <4000mm? or
>10% immature bandsS, is no longer included in the
terminology of sepsis®. In addition, SOFA (Sepsis related
Organ Failure Assessment)'® score (Table 1) is highly
recommended not as a tool for patient management
but as means to clinically characterize a septic patient.
A higher SOFA score is associated with an increased
probability of mortality''. Nevertheless, SOFA score con-
tains too much information and it is not very helpful in
the rapid assessment of a patient developing sepsis.
Furthermore, multivariable logistic regression analysis
revealed that any 2 of 3 clinical variables (Glasgow Coma
Score of 13 or less, systolic blood pressure of 100 mmHg
or less and respiratory rate of 22/min or greater offered
predictive validity similar to the full SOFA score™. This
new measure, termed qSOFA (quick SOFA) (Table 2)
incorporating the above-mentioned factors, provides
simple bedside criteria to identify adult patients with
suspected infection who are like to have poor outcomes.

Sepsis is more common in men than in women'3, Mor-
tality rates vary depending on the organ source' with
urinary tract sepsis generally having a lower mortality
that that from other sources (in hospital mortality rate
fell from 27.8% to 17.9% from 1995 to 2000)'>'6. Gram
positive bacteria have become the predominant patho-
gen overall with gram negative bacteria remaining the
predominant pathogen in urosepsis'. The basic risk

22

<300(40) <200 (26.7) with <100(13.3) with respi-
respiratory support ratory support

<100 <50 <20

20-59 (33-101) 6.0-11.9(102-204) >12.0 (204)

Dopamine <5 or
dobutamine (any dose)

Dopamine 5.1-15 or
epinephrine < 0.1 or
norepinephrine < 0.1

Dopamine >15 or
epinephrine >0.1 or
norepinephrine >0.1

10-12 6-9 <6
2.0-3.4 3.5-4.9 =5.0
<500 <200

Goal in early resuscitation
CENTRAL VENOUS PRESSURE 8-12 MM HG
MEAN ARTERIAL PRESSURE =65 MM HG
URINE OUTPUT 0.5 MLXKG-1 *HR-1

CENTRAL VENOUS(SUPERIOR VENA CAVA) OR MIXED VENOUS OXYGEN
SATURATION =70%

factors for developing sepsis are age, diabetes, immuno-
suppression, anatomic obstruction, stone presence, neu-
rogenic bladder disorders and endoscopic maneuvers.

Physical course

Patients with sepsis have features consistent with im-
munosuppression, including a loss of delayed hyper-
sensitivity, an inability to clear infection and a predis-
position to nosocomial infections'®%, The main reason
for the above-mentioned failure may be a change init's
physical course. Initially, sepsis is characterized by an
increase in inflammatory mediators whereas later in
it's course there is a shift toward an anti-inflammatory
immunosuppressive state19-20 via cytokines secre-
tion?'. Another potential mechanism is the death of
immune cells via apoptosis and not via necrosis as the
conventional belief implied?-2%. This apoptosis is more
likely due to stress- induced endogenous release of
glucocorticoids**?. But the real breakthrough in our
understanding of the syndrome was the challenging
of Lewis Thomas's theory that the body’s primary re-
sponse to infection is uncontrolled hyperinflammation?.
Quite the opposite: body’s normal stress response is
activation of anti-inflammatory mechanisms and these
mechanism outside the affected tissues, predominate?,
This knowledge vastly affects the management of this
clinical entity since blocking immune cells and cytok-
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ines (who have both pathogenic and protective role)
can potentially worsen the outcome?. Other factors
that may have a potential role in sepsis physical course
include genetic factors like genetic polymorphisms of
TNF-a and TNF-B? and excessive release of oxidants
and proteases by neutrophils®, but further analysis of
these factors exceeds the role of this study.

Management

Even though the therapeutic approach of a patient with
sepsis must be the case of a multidisciplinary team, a
clinical urologist must be aware of the basic steps in
treating this potential life-threatening syndrome.

Initial Resuscitation

It is of paramount importance to start the resuscitation
as soon as the syndrome is recognized (hypotension
or lactic acidosis) and not wait for the admission in the
ICU. A quick laboratory exam revealing elevated serum
lactate concentration could identify tissue hypoperfu-
sion even in patients who haven't already developed
hypotension®'. The important principles to understand
in the management of this complex entity is the need
for a thorough and detailed clinical examination and
evaluation of patient’s physiology that can describe
their clinical state. In this goal echocardiography can
be a valuable partener®2. The main goals for the first 6
hours of the initial resuscitation is shown on Table 3. All
of the above have been shown to improve survival in
septic patients in a randomized, controlled, single-cen-
ter study®. The basic rule in everyday practice is the use
of fluids to accomplish the goals of Table 3 even though
little data exists about the optimal volume of fluids. Most
recent trial suggests approximately 30 ml/kg or 2 It in
sum for the initial resuscitation3+3¢, Nevertheless, many
patients will require more fluid than this, so functional
dynamic measurements will guide physicians. If central
venous oxygen saturation or mixed venous saturation
of 70% cannot be achieved with fluid administration to
a central venous pressure of 8-12 mm Hg, then transfu-
sion of packed red blood cells must be considered with
a limit of 230%, or administration of dobutamine can
be an alternative. It is important to stress the fact that
central venous pressure (CVP) alone cannot guide fluid
resuscitation because it’s ability to predict a response to
fluid challenge when CVP is within a relatively normal
range (8-12 mm Hg) is limited*’. On the other hand,
mean arterial pressure (MAP) is considered as the driving

pressure of tissue perfusion. A recent pilot trial of 118
septic shock patients suggested that in a controlled
group of patients mortality was reduced when MAP
was in a range of 60- 65 vs 75-80 mm Hg?.

Diagnosis

Urologist must be aware that sterilization of cultures can
occur within minutes to hours after the first dose of an
appropriate antimicrobial®*“°. Even though it is common
in every day practice to obtain culture before antibiotic
administration, it is important to stress that this practice
increase the yield of cultures, making identification of
pathogen more likely. The latter play a significant role
in de-escalation of antimicrobial therapy which in fact is
the cornerstone of minimizing antimicrobial resistance,
side effects and costs*'. Even more this strategy has been
associated with improved survival in several observa-
tional studies*. Fever and signs of sepsis that develop
after an endourological operation is more likely to be
of urinary origin so except from blood and urine cul-
tures (2 sets, aerobic and anaerobic) all others must be
omitted*. Despite the common belief, obtaining blood
cultures in temperature spikes has not been proven
to improve their efficacy**. Special consideration for
the patients with an intravascular catheter must be ac-
quired, so a culture from this catheter must be obtained
along with the blood cultures.

Antimicrobial therapy

There are robust data in the literature, that in patients
with sepsis or septic shock, each hour delay in adminis-
tration of appropriate antimicrobials is associated with
a substantial increase in mortality*’*8, In addition, in-
creased delays can potentially influence nearly all other
factors related to sepsis (kidney damage, lung injury,
organ injury)*>'. From the available data the minimal
time target for initiation of antimicrobial therapy is set
in one hour. The optimum route of administration is
intravenous, even though some agents are available
for intra-muscular injection, but urologists must bare
in mind that data about the efficacy of this route is not
yet proven>>4,

Of paramount importance, as expected, is not only
the initiation of an antimicrobial agent, but also the
initiation of the correct regiment. The initial selection
must be broad enough to cover all likely pathogens.
This selection depends of several and complex factors
(concomitant underlying diseases, local epidemiologic




HELLENICUROLOGY

factors, location at the time of infection, type of oper-
ation etc). Nevertheless, the basic rule is that the most
common pathogens that case sepsis are gram negative
bacteria followed by gram positive and mixed bacte-
rial microorganisms. If patient have been hospitalized
before the procedure, then methicillin-resistant Staph-
ylococcus aureus (MRSA) and vancomycin resistant En-
terococci can also be held responsible. Despite the vari-
ability of these infections throughout the globe, some
general suggestions can be provided. A broad-spectrum
carbapenem or extended range penicillin/b-lactamase
inhibitor combination can be initially used. Alterna-
tively, several third or higher generation cephalosporin
could also be utilized especially as a part of multidrug
regimen. Which ever drug is decided to be used it is
important to be a part of a multi-drug therapy (of at
least two different antimicrobial classes) for optimal
management of sepsis. If a multidrug resistant pathogen
(eg. Pseudomonas, Acinetobacter) is suspected then a
supplemental gram negative agent must be added to
the empiric regimen. Especially for urological patients,
Candida species could be a potential risk for the patient,
and if physicians consider that risk sufficient to justify
empiric antifungal therapy, then an appropriate drug
must be added to the initial therapy.

After the initiation of the empiric regimen, any mod-
ifications must be decided with the aid of local and unit
specific antibiograms or after the consultation of an
infectious diseases physician®2°, The doses of different
drugs are an important aspect of the management of
the disease since it is well proven that failure to achieve
peak plasma targets of initial dosing will eventually
result is clinical failure of the antibiotic therapy®¢3. The
further analysis of each drug dose is beyond the scope
of this study, however the dosing strategies must be
optimized based on accepted pharmacokinetic/phar-
macodynamic principles and specific drug properties.
Finally, when the pathogen is identified via acquired
cultures, de-escalation starting from the less effective
agent should be implemented. Even though data for
urinary specific infections are not available, a duration of
7-10 days, of an antimicrobial treatment, is adequate for
most serious infections®®’. Nevertheless the duration
should be tailored to the condition of each patient.
There are factors like neutropenia, complicated bacte-
remia that may require prolonged antibiotic treatments
(up to 6 weeks). Measurement of procalcitonin levels can
help significantly in decision making of the continuation
of the antimicrobial therapy® 7.

Urosepsis: How much do we really know?

Fluid therapy- Vasoactive Medications-Corticosteroids

Modern management of sepsis without the existence
of IV fluid does not exist. Despite this there is little
available high level of evidence to support its prac-
tice. Furthermore, there are authors that imply that a
sustained positive fluid balance not only it is not useful
butin the contrary it is harmful”*7’8, The basic idea is to
omit fluid administration beyond initial resuscitation, if
there is no estimate of likelihood that the patient will
respond positively. Likewise, colloid solutions failed
to prove beneficial compared to crystalloid solutions
and so the latter continue to be the fluid of choice for
intravascular volume replacement in patients with sep-
sis. Additionally, as SAFE study and a meta- analysis of
17 studies succeed to prove albumin administration
provides better outcomes in terms of patients mortality
when compared to other fluid solutions”,

The benefit from the use of vasopressors and ino-
trope drugs in septic patients have been extensively
outlined in a variety of papers in the past®®. Norepi-
nephrine due to its vasoconstrictive effects increase
MAP and produce less side effects than dopamine. Also
the former is more potent than dopamine and may be
more effective at reversing hypotension in patients with
septic shock. In a recent meta-analysis norepinephrine
was found to lower mortality and lower risk of arryth-
mias compared to dopamine?4. Based on these data
norepinephrine must be the first choice in vasopressor
therapy. If MAP target is not reached, then adding vaso-
pressin (up to 0.03 u/min) or epinephrine could poten-
tially raise MAP to target and decrease norepinephrine
dosage. Of course, it is imperative that patient requiring
vasopressors to have an arterial catheter placed as soon
as possible®.

The use of corticosteroids even in low doses, is a
wide spread practice but it doesn't seem to be rein-
forced by the existing literature. Several systematic
reviews analyzed the published data concerning this
important issue and despite the fact that their results
are contradictive they don’t seem to acknowledge any
benefit it terms of mortality rate®®, Literature doesn’t
recommend their use in daily practice but there are ex-
ceptions like patients with a history of steroid therapy
or adrenal dysfunction and patients that despite all
other measures hemodynamic stability could not be
reached. In this situation the drug of choice is hydro-
cortisone 200mg/d.
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Conclusions tion along with rapid initiation of management may
decrease mortality of this potentially life threatening
syndrome. A very well structured team involving urol-
ogists, intensive care specialists, microbiologists and
infectious diseases specialists collaborating with each

Throughout the years our perspective of sepsis physi-
ology has done a major shift. Sepsis may not be attrib-
utable solely to an exaggerating immune system but

may indicate a severely compromised immune system
that is unable to eradicate pathogens. Early recogni-
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Introduction: Patients with clinically localised prostate cancer
have a favourable long-term overall and cancer-specific survival
regardless of treatment choice. These options differ in terms of
side effects. Knowledge of the side effects of different manage-
ment options is crucial for making treatment decisions, as they
can negatively impact on patient’s quality of life.

Methods: We conducted a literature review for articles con-
cerning treatment and quality of life for clinically localised
prostate cancer to access the impact of different treatments

Results: We identified 5 prospective randomised compara-
tive studies reporting QoL outcomes, recruiting a total of 2933
patients.

Conclusion: Surgery seems to produce sexual and urinary
incontinence deterioration, while external beam radiotherapy
can cause bowel dysfunction and bother. Men managed with
active surveillance have good overall quality of life scores, which
seem to be better than those of patients undergoing radical
treatments.

on patient’s quality of life.

Introduction

Prostate cancer (PCa) is the most frequently diagnosed

cancer among men in Europe[1]. Since
the introduction of PSA testing, there
has been a substantial shift to a more
favourable stage at presentation of
newly diagnosed disease, with approx-
imately 81% of cases being diagnosed
at a clinically localised stage[2]. Cur-
rently, evidence-based management for
clinically localised PCa includes active

surveillance (AS), surgery, external beam radiotherapy
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(EBRT) and brachytherapy (BT)[3].

While patients with clinically
localised prostate cancer have a fa-
vourable long-term overall and can-
cer-specific survival regardless of
treatment choice[4], these options
differ in terms of side effects. Knowl-
edge of the adverse events of differ-
ent management options is crucial for
making treatment decisions, as they
can negatively impact on patient’s
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quality of life (QolL). The objective of this review is to
determine how different treatments for clinically loca-
lised PCa can influence the QoL of patients.

Material and Methods

We conducted a literature review for articles concern-
ing treatment and QoL for clinically localised PCa. The
search was limited to studies published from the year
2000 onwards in English language and indexed in
PubMed. Only prospective randomised comparative
studies (RCTs) reporting QoL outcomes with at least
12 months of follow up, were eligible for inclusion. The
study population was adult men (=18 years of age) di-
agnosed with clinically localised PCa that had not un-
dergone any previous treatment for PCa. The following
interventions were eligible for inclusion: AS, watchful
waiting, radical prostatectomy (RP) (Open or Laparo-
scopic or Robot-Assisted), EBRT (any type) and BT.

Results

A total of 5 RCTs[5-9] were included, recruiting 2933
patients. Four studies[5-8] used specific questionnaires,
otherwise called Patient Reported Outcome Measures
(PROMs). These questionnaires have been developed
and validated to assess common issues that affect men
after PCa diagnosis and treatment and generate scores,
which reflect the impact on perceptions of QoL.

The most noteworthy RCT, was the Prostate Testing
for Cancer and Treatment (ProtecT) trial[6] where 1643
men aged 50-69 years, were randomised to active mon-
itoring, RP or EBRT. It must be noted though, that ap-
proximately 50% (291) of men who initially underwent
active monitoring had either surgery or radiotherapy
by the completion of the trial. The study reported no
difference in QoL of these patients for up to 5 years of
follow-up, when using the EORTC QLQ-C30 question-
naire. However, when using the Expanded Prostate Can-
cer Index Composite (EPIC) questionnaire, the authors
found that urinary summary, urinary incontinence and
sexual summary, function and bother scores were worse
in men treated with RP compared to active monitoring
or EBRT. On the other hand, the authors also reported
that bowel function, bother and summary scores were
poorer for men receiving radiotherapy when compared
to RP or active monitoring.

Similar observations have been reported for patients
undergoing RP and watchful waiting in the most re-
cent publication of the Scandinavian Prostate Cancer

30

Group-4 (SPCG-4) trial[8] for a median follow up of 12.2
years. In this RCT, 695 men younger than 75 years with
clinically localised prostate cancer and a life expectancy
of more than 10 years were randomly assigned to radical
prostatectomy or watchful waiting. The authors used a
study-specific questionnaire and found that men who
underwent surgery reported an inability to satisfy sex-
ual partner. Notably, in both groups high occurrence
of erectile dysfunction was present. Urinary leakage
was more common after radical prostatectomy than
with watchful waiting and an increased occurrence of
urinary emptying symptoms was noted in men allocated
watchful waiting, but average levels of self-assessed
QoL were similar in the two SPCG-4 groups.

Two other RCTs[5, 7] compared QoL after RP vs BT
using PROMs. The Surgical Prostatectomy Versus Inter-
stitial Radiation Intervention Trial (SPIRIT)[5] enrolled
168 men with low-risk PCa (Gleason score < 6, PSA <
10 ng/mL, stage T1 to T2a) who received either RP (66)
or BT (102). This RCT has a high selection bias, as only
19% of patients were randomly assigned to treatment
arms and was closed prematurely, due to poor accrual.
The investigators using the EPIC questionnaire, found
a statistically significant difference in the urinary and
sexual domain, favouring men treated with BT at a mean
follow up of 5.2 years.

Gilberti et al[7] recruited 200 patients and had the
same inclusion criteria as SPIRIT trial. The authors used
2 different questionnaires: the EORTC-QLQ-C30 and
the EORTC-QLQ- PR25 and compared pre-treatment
and post-treatment scores in men undergoing BT and
in men undergoing RP. It is notable that only within
group scores were reported in this trial (there was no
direct comparison of scores in patients undergoing BT
vs scores in patients undergoing RP). The authors found
that there were no statistically significant differences
in both questionnaire scores at 5 years of follow up
and concluded that these 2 treatment options produce
similar long-term functional outcomes.

Finally, the Prostate Cancer Intervention versus Ob-
servation Trial (PIVOT)[9] included 731 men younger
than 75, with localized prostate cancer, who were
randomly assigned to either RP or observation. The
investigators of this trial did not use a PROM ques-
tionnaire and only assessed the prevalence of urinary
incontinence and erectile and bowel dysfunction at 2
years of follow-up, which was based on self-reported
dysfunction that was at least moderate in severity. The
authors reported that at 2 years, urinary incontinence
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and erectile dysfunction but not bowel dysfunction,
were significantly more common among men who were
assigned to RP when compared to men managed with
observation.

Discussion

As QoL considerations largely rely on an individual’s
values and preferences, it may be that the different
interventions for localised PCa are not equally accept-
able from a personal point of view. Therefore, given the
number of choices available and their potential side
effects, newly diagnosed PCa patients may experience
difficulty in deciding which treatment is best suited for
them. The EAU Prostate Cancer Guidelines Panel rec-
ommends shared decision-making[3]. However, when
involving patients in decision making, it is important
that they have an accurate understanding of the dif-
ferences amongst the treatment options. That is why,
from the early 2000’s, there is a growing interest in the
use of PROMs, which has led to the development of
instruments designed specifically for localized prostate
cancer patients[10, 11].

The ProtecT trial[6] using two of these PROMs, pro-
vided level 1 evidence for what was already known.The
trial confirmed that surgery had a negative effect on
urinary continence and sexual function, EBRT was as-
sociated with a negative effect in bowel function which
was more intense the first year after treatment, while
active monitoring had the lowest impact on QoL. Similar
results have been previously reported by several other
observational studies. A notable observational study[12]
compared men undergoing RP vs EBRT vs BT using the
University of California, Los Angeles (UCLA) Prostate
Cancer Index (PCl) questionnaire and authors reported
that there was a significant bowel function decline for
men treated with EBRT and in bowel bother score for
men treated with BT or EBRT. Men treated with RP had
a significant urinary and sexual function decline at 2
years of follow-up.

In a large study including 1201 patients Sanda et
al[13] using the EPIC tool, compared clinically relevant
differences within treatment groups in QoL scores (a
difference that exceeded half a standard deviation of the
baseline value) from baseline to 2 years post treatment.
Patients in the RP group reported significant decline in

urinary continence and sexual function as compared
with baseline, however urinary irritation/obstruction
scores significantly improved after surgery. EBRT was
also associated with improvement in urinary irritation/
obstruction scores but with reduced QoL related to
bowel function. Surprisingly, in that study patients in
the BT group reported significant reduction in all QoL
scores.

The most important observational study was The
Prostate Cancer Outcomes Study (PCOS)[14] that used
a cohort of 1655 men, of whom 1164 had undergone
RP and 491 EBRT. The study reported that at 5 years of
follow-up, men who underwent RP had a higher preva-
lence of urinary incontinence and erectile dysfunction,
while men treated with radiotherapy had a higher prev-
alence of bowel dysfunction. However, despite these
differences detected at 5 years, there were no significant
differences of urinary incontinence, bowel dysfunction
or erectile dysfunction between RP and radiotherapy
at 15 years[15]. Recently, Barocas et al[16] using the
EPIC questionnaire in a cohort of 2,121 men, reported
that RP was associated with a greater decrease in sex-
ual function and urinary incontinence than EBRT at 3
years of follow up. No clinically meaningful differences
existed in bowel function beyond 12 months between
RP and EBRT.

Conclusion

In conclusion, RP seems to produce sexual and urinary
incontinence deterioration, while EBRT can cause bowel
dysfunction and bother. Men managed with AS have
good overall QoL scores, which seem to be better
than those of patients undergoing radical treatments.
Data for BT are scarce, but based on what is available,
brachytherapy seems to have a negative impact on
urinary function at 1 year, but there are no significant
differences in QoL 5 years after treatment. Clinicians
and patients with localised PCa should be informed of
these different adverse events and theirimpact on QolL,
before making treatment decisions.
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We present the case of a 68-year-old male who presented with
an inflatable penile prosthesis protruding through the glans
penis. A thorough preoperative investigation was conducted, in
order to perform an evidence-based surgical approach, aiming
to remove the prosthetic materials and reconstruct all compro-

INTRODUCTION

Alongside infection, erosion constitutes one of the most
feared and potentially catastrophic inflatable penile pros-
thesis’complications [1]. Although the insertion of a pe-
nile prosthesis in uncomplicated cases
has become a relatively straightforward

and standardized procedure, knowing ‘y Key words

how to manage complications in any way
or at any time point they may present,

mised penile structures in order to maximize the chance for a
future prosthesis reimplantation. Although the insertion of a
penile prosthesis has become a routine procedure, managing
complications has always been one of the most challenging
aspects of prosthetic urology.

preoperative planning, in a timely and structured manner,

maximizes the chances for a successful resolve and future

reimplantation. We present a case of a penile prosthesis

erosion, giving emphasis to the preoperative planning

and the operative techniques used to set the foundation
for a successful reimplantation.

CASE PRESENTATION

penile prosthesis, IPP,

A 68-year-old male presented with

PR ) ) reconstructive urology, ) .
distinguishes between novice and seri- complications, prosthesis a cylinder protruding from the glans
ous implanters. In such complex cases, protru;ion penis since the last couple of months.

managing complications with precise

No signs of infection were macroscop-
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Figure 2. a: (ylinder extrusion b: Pump removal ¢: Right corpus cavernosum, brownish peri- prosthetic fluid.

ically and clinically evident at the time of presentation.
The 3-piece penile prosthesis was implanted 13 years
ago, after a work accident that resulted among others
in multiple fractures of the pelvic region, involving the
sacrum and the 3 lower lumbar vertebrae. At the time
of the accident, a posterior urethral disruption injury
was identified and treated with primary endoscopic re-
alignment. Alongside erectile dysfunction, the patient
developed a neurogenic bladder, for which he is treated
with antimuscarinics and clean intermittent self-cathe-
terization. According to the patient, since the last 5 years,
the timing of the catheterizations was erratic, due to the
discomfort that his enlarged prostate was causing.
Imaging was planned and a magnetic resonance im-
aging (MRI) tomography (Figure 1) of the pelvic region
was performed. The examination revealed a full reservoir
in the right retropubic space, next to the urinary bladder
which presented with many small diverticula. A large
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inguinal hernia sac, involving a considerable portion of
the omentum and the reservoir tube was present at the
right side. The right cylinder of the prosthesis presented
with a considerable amount of peri-prosthetic fluid,
compatible with cylinder leakage, as the cylinder itself
was not inflated. The left cylinder, was semi-inflated
and protruding from the glans penis. The place and
condition of the pump were unremarkable.

The patient was given antibiotics (fluoroquinolone
for 10 days) and a surgical removal was planned. Pre-
operatively, a thorough scrubbing was performed, as if
in a virgin penile prosthesis insertion case. All operative
strategies were followed, in order to minimize the risk
of infection (limitation of people in the operating room,
lower temperature in the operating theater, having all
possible surgical instruments available). Broad spectrum
antibiotics were administered intravenously (Figure
2a). A longitudinal low penoscrotal incision was per-
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Figure 3. RC: Right corporotomy, LC: Left corporotomy, T: water-
tight-sealed tube towards the reservoir.

Figure 5. Glans penis reconstruction.

formed and the pump was released from the scrotal
pouch (Figure 2b). Following the tubing, the left corpus
cavernosum was identified and incised as low towards
the crus as possible, in order to remove the left cylinder.
Special attention was given in order to remove the rear
tip extenders (RTE). The same approach was used on
the right side, where a brownish liquid was identified
and collected for cultures (Figure 2c). The right cylinder
presented eroded and perforated. Following the tube
to the reservoir, the connection point was found and
the tube of the reservoir was cut after a tubing-shod
hemostat was placed to prevent leakage. A silk suture
was used to perform a watertight closure of the tube
and facilitate identification in a future time (Figure
3a). A thorough lavage with an antibiotic solution was
used in all cavities and two Penrose drains were passed

Figure 4. Pseudocapsule release and corporaplasty procedure (P: Pseudo-
capsule).

Figure 6. final result, postoperative day 5.

through the cavernosal incisions through the whole
corpora cavernosa lengths. The corporotomies were
closed, as well as the penoscrotal incision, leaving small
openings for the drains (Figure 3b).

In order to facilitate access to the erosion site, a half
sub coronal incision towards the right side was per-
formed and Buck’s fascia was identified and incised
parallel to the urethra. Underneath Buck’s fascia, the
left corpus cavernosum was identified and incised. The
incision was extended to the lower limit of the glanular
defect. The pseudocapsule of the cylinder was identified
and meticulously divided from the surrounding tissues
(Figure 4a). The tip of a 60cc syringe was used primarily
as a scaffold, but also as a guide towards the correct
longitudinal axis of the corpus cavernosum and the
pseudocapsule was used to close the cavernosal defect
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(Figure 4b). The reconstruction was reinforced with
the overlying layer of Buck’s fascia and an extra layer
of subcutaneous and dartos tissue. The water tightness
of the reconstruction was tested. A thorough debride-
ment of the glanular defect edges was performed. The
defect was trimmed, rotated and stitched as in a form of
z-plasty, in order to ensure healthy tissue on top of the
reconstructed corporal tip (Figure 5). The sub coronal
incision was closed and the penile shaft was dressed
with a gauge bandage roll.

The postoperative period was unremarkable and
the patient exited the hospital on the same day. Both
Penrose drains were removed after 24 hours and the
mummy-wrap was removed after 48 hours. The surgical
and aesthetic result was excellent (Figure 6).

DISCUSSION

Infection is a most feared complication of prosthetic
surgery [2]. It has been well prescribed that most pros-
thetic materials develop a bacterial biofilm, even with-
out presenting with a clinical infection. It has also been
suggested that a critical threshold of the biofilm extent
might exist, beyond which an infection might occur [3].
Therefore, proper use of antibiotics must be a routine [4].

Before each complex case, a careful preoperative
planning is of outmost importance. The MRI computed
tomography has proven its superiority compared to
the conventional ultrasound scan in revealing penile
prosthesis’ complications [5].

In our case, the urinary bladder diverticula and
the inguinal hernia on the same side as the reservoir,
rendered its removal a true riddle [6]. Either we would
proceed with a potentially difficult removal of the res-
ervoir, or we could leave it in situ and use it in a future
reimplantation surgery, revisioning only the cylinders
and the pump. What should be also noted, is the sugges-
tion that replacing a single and not all prosthetic parts,
results in higher infection rates and lower overall device
survival rates [7,8]. With all of this information in mind,
we opted for a third solution. Since the reservoir was
full and with no signs of leakage, we opted to leave it in
place, in order to be used as a guide primarily for future
surgery, in order to enter Retzius’ space without com-
promising the bladder and secondarily as a means to
have a dedicated expanded space for the new reservoir.

During the removal of the cylinders, we performed

the corporotomies as low towards the crura as possible,
in order not to compromise the corpora cavernosa of the
penile shaft. The rationale behind this decision is that
the point where the tubes exit the cylinders should be
as low as possible and that generally, potential crural
complications are easier to manage [9]. The right corpus
cavernosum tip was reconstructed using the pseudo-
capsule that was formed around the protruding cylinder
[10]. This method is also proposed in cases of impending
erosion. It is our opinion, that the usage of synthetic
materials such as dacron or grafts such as SIS (small
intestine submucosa) or Epiflex (acellular human der-
mis), should be kept in the armament of the prosthetic
urologist for extreme cases, in lack of native tissue.

Last but not least, the glans penis presented with
a defect. The reconstruction is not only cosmetically
compelled, but it is also of great importance for the
coitus and the survival of the new prosthesis. It has been
suggested that the glans penis restricts the increase
in intracavernosal pressure during coitus and plays
a protective role for both the corpora cavernosa and
the female genitalia [11]. This suggestion is even more
important in our case, where the glans penis remains
flaccid during intercourse, the right corpus cavernosum
has been compromised and reconstructed and the me-
chanics, rigidity and elasticity of the penile prosthesis
are different from those of a naturally engorged corpus
cavernosum.

In conclusion, special attention was given to every
aspect of the operation, in an effort to achieve both an
aesthetically correct and functional result, in order to
facilitate the replacement of the penile prosthesis in a
future operation.

CONCLUSION

Prosthetic and reconstructive urology is a challeng-
ing field. Many urologists are capable of performing a
textbook placement of a penile prosthesis, but not all
are capable of managing complications. Even fewer
are skilled to perform a reconstruction focused on the
replacement of the prosthetic parts, in order to achieve
both cosmesis and function. In every case, familiariza-
tion with all available techniques, continuous education
and training and respect of basic and advanced surgical
principles, are keys to a successful outcome.
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A common cause of ureter trauma is iatrogenic, especially during
gynecologic and obstetric procedures. Early diagnosis is of vital
importance for the successful management of these patients
and depends on the type, anatomic location and length of ure-
teral deficit. Preoperative placement of ureteral stent does not
seem to reduce incidence of these cases. For extended length

Introduction:

Ureteral injury may occur during abdominal or pelvic
surgery at 0.5-1.5% of cases (2-9). The

traumas, surgical techniques like Boari flap and Psoas hitch have
been reported, in order to reconstruct ureter and accomplish
ureteroneocystostomy. We describe the case of a patient, who
presented with a deficit of 13 cm after sigmoidectomy. We per-
formed a combination of Boari flap and Psoas hitch successfully
and restored the continuity of urinary tract.

pertension, diabetes mellitus, congestive heart failure,
obstructive lung disease, renal failure and metastatic
cancer are present(25). Rectal surgery
was most often associated with injury

leading cause is obstetric/gynecologic ;/ Key words compared with other types of can-

surgeries with reported incidence of

0.07-1.70%(10-20) followed by general Boari flap, Psoas hitch, iatrogenic

cer (25). Unfortunately preoperative
ureteral catheterization, proposed to

i ith inci - reteral trauma, ureteroneo- .
:surgery operations with incidence rang ureteral trauma u‘ete .o eo show a prophylactic effect for such
ing from 0.24 to 1.95%(2,11,21,22,23,24). cystostomy, ureteric stricture,
. . . events, was not proved to lower the
Urological procedures, especially endo- ureteral injury

scopic such as ureteroscopy and ureter-

olithotripsy constitute the third most

common cause. Halabi et al (25) in a long term study
conducted in the US, involving 2.165.848 colon and
rectal surgical procedures with 6027(0.28%)cases of
ureteric injury, concluded that it occurs more often in
women, especially if major comorbidities such as hy-

rate of their appearance during a ran-
domized trial (12). The distal ureter is
the most susceptible part with 91% of
cases, followed by middle third (7%) and upper third
(2%).(2)

Surgeons should ideally identify injury intraoper-
atively since delayed diagnosis can lead to sepsis, uri-
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Pic 1. Stay sutures of the bladder

Pic 3. Boari flap preparation

nomas, urinary fistulas, nephrectomy, abscesses, renal
failure and death (26).

Several techniques are proposed for management of
ureteric injuries depending on degree and location of
the defect. Turner-Warnick and Worth combined prin-
ciples developed by Dolff, Paquin and Zimmerman et
al(27,28,29,30) to establish “Psoas Bladder-Hitch proce-
dure”for ureteroneocystostomy. For defects larger than
6-8 cm a Boari flap can be also performed to achieve
a tension-free anastomosis (27). We present here the
case of a combined Psoas-hitch and Boari-flap repair
of a ureter defect of 13 cm in a 63 year old male after
sigmoidectomy for complicated diverticulosis.

Patient-Methods
A 63 year old male with a history of sigmoidectomy 2.5

Pic 2. Bladder dissection and preparation of Boari flap

Pic 4. Creation of ureteroneacystostomy

months before admission, presented to our clinic with
fever and flank pain. Ultrasound revealed hydronephro-
sis of the left side, while CT confirmed this finding along
with a distended ureter up to insertion to the pelvis.
We relieved distention after placing percutaneous ne-
phrostomy guided by ultrasound and X-ray. Attempts
to forward a ureteral-stent both in antegrade and ret-
rograde manner failed. Ureteroscopy was performed
and complete blockage was noted. The combination
of intraoperative and imaging findings suggested the
necessity of a ureteroneocystostomy.

Results

Patient was put in supine position under general an-
esthesia and a Foley catheter was inserted. We used a
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Pic 5. Ureteral tunnel into bladder

Pic 7. Closure of second bladder layer

left extended supra-inguinal hockey stick incision. After
dissecting the external oblique, internal oblique and
transversus abdominis muscles and their aponeuroses,
we accessed the retroperitoneum. After division of the
inferior epigastric vessels we recognized iliac vessels,
spermatic cord and vessels, which we ligated.

We identified the ureter after anatomically dissecting
the lower kidney pole and observed the site of injury
about 2 cm above crossing the iliac vessels. Anatomic
preparation was not possible due to strong adhesions
with right colon. Obliterated site of the ureter was re-
moved and a stay suture was put at 6 o'clock to the
proximal stump while distal was ligated.

We filled with 300 cc of normal saline and then mo-

Pic 6. Closure of the first bladder layer

bilized urinary bladder, after ligating superior vesical
artery and median umbilical ligament. We passed stay
sutures and performed an oblique incision to the blad-
der. Due to the extended length of ureteral deficit a
Boari flap was also created to assist a loose ureteral-blad-
der anastomosis. Then we put three nylon 3-0 sutures
between psoas and detrusor muscles, after securing
common iliac artery and femoral branch of genitofem-
oral nerve. A submucosal layer through bladder wall
was created and ureter was pulled across it's length.
Psoas-bladder sutures were tied and ureter entrance
to the bladder was checked for kinking. Ureter orifice
was tied at bladder wall with 4-0 monocryl sutures and
ureter adventitia was anchored at the entrance of sub-
mucosal tunnel. A utereteric stent S-5-6/28 was placed
and sutured to bladder mucosa and detrusor muscle.
Bladder was sutured at two layers and two drain tubes
were left in place. Finally the incision was closed ac-
cording to anatomic order.

Post-operative course:

Patient did not suffer any major complication during the
post-operative days. An ultrasound revealed no dilation.
Antibiotics were administered for 15 days, drain tubes
removed at day 2, Foley catheter was left in place for
15 days and ureteric stent for 94 days.

We followed patient for 15 months with regular ul-
trasounds and blood tests per month initially and then
every 3 months and we observed no dilation of the
urinary tract or any other major complication.
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of 12-13 cm after a sigmoidectomy which was not
recognized early, thus patient presented with a long
stricture months after primary surgery. A combination
of “Psoas hitch and Boari flap” technique was used with
both short and long-term success and low incidence of
complications. Therefore we believe that this technique

Discussion

Ureteral injury after major surgeries especially of onco-
logical nature is a common culprit. The ideal manage-
ment includes intraoperative recognition and correction
but this is not the rule.

We describe a patient with a large ureteral stricture

MepiAnyn
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should be considered in such cases.
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Objective: To evaluate the intra- and post-operative outcomes
of percutaneous renal access using either ECIRS (Endoscopic
Combined Intrarenal Surgery) or fluoroscopic-quided renal
access for supine percutaneous nephrolithotomy (PCNL).
Methods: In our institute, over a 24-month period (April 2012
to March 2014), two surgeons performed a total of 68 PCNLs
(not consecutive staghorn stone cases); 33 ECIRS and 35 fluo-
roscopically-guided access (FGA). All patient and calculi demo-
graphics were recorded, as well as intra-operative parameters
and complication/secondary procedure rates.

Results: We demonstrate that ECIRS offers rapid operating time
(total procedure time 113 vs. 142 min, p<0.05), low complica-
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tion rates (sepsis (0% vs. 5.8%), transfusion (0% vs. 8.6%) or
bowel injury (0%)), with reduced in-patient stay (2 vs. 4 days,
p<0.05) and high rates of stone clearance/residual fragments
<4mm (3% vs. 25.7%, p<0.05) and low rate of secondary
procedure (6.1% vs. 31.4%, p<0.05).

Conclusion: ECIRS offers shorter operating times, with low
complication rates, higher rates of stone clearance and a reduced
requirement for secondary procedures in comparison to purely
FGA. We envisage that this is due to a combination of quicker
and more accurate needle placement, as well as the ability to
perform concomitant FURS and laser stone fragmentation.
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Introduction split leg position to allow simultaneous percutaneous

Since being first described in 1976, percutaneous ne-
phrolithotomy (PCNL) has become a mainstay for treat-
ment of large renal calculi 1. PCNL is generally a safe
technique, with complications rarely associated with
the initial puncture to gain access to the renal collecting
system, resulting in injury to surrounding organs (e.g.
spleen, liver, pleura/lung and colon)'. In this paper we
describe our experiences with ECIRS versus fluoroscop-
ic-guided access (FGA) for PCNL.

Materials and Methods

In our institute, over a 24 months period
(April 2012 to March 2014), 68 PCNLs
were performed by two surgeons. 1
practicing ECIRS and the other practic-
ing FGA. Patient demographics, baseline
characteristics, and operative and post-
operative outcomes were compared using univariate
and multivariate analysis. Patients were assigned to be
performed either by ECIRS (n=33) or FGA (n=35), based
on the most suitable technique for each case, which is
a limitation of the paper. Information was collected
retrospectively. Baseline information included patient
sex, age, side, stone size (in millimetres), number and
stone configuration (staghorn vs. calyceal) number of
calyces involved, and Hounsfield units (HU). All patients
has been reviewed with CTKUB 3months post-op.

Recorded operative and postoperative parameters
included total operative time, stone clearance, as well
as whether a nephrostomy/ureteric stent was required.
We recorded all complications as per Clavian grading as
well as the need for any secondary procedures.

Continuous variables are described as means, and
ranges. Categorical measures are summarised using
frequencies and percentages. The two-tailed t test,
or the Mann Whitney test, as appropriate, was used to
evaluate the relationship between variables of interest.
All statistics were performed on GraphPad Prism v5.0
(La Jolla, CA).

Surgical Techniques

ECIRS (Endoscopic Combined Intrarenal Surgery)

Under general anaesthetic the patient is positioned in
the supine (with a gel cushion beneath the ipsilateral
flank to elevate & expose the loin for percutaneous ac-
cess and to reduce the possibility of pleural damage)

‘/ Key words

combined nephrolithotomy,
renal puncture,
learning curve

and perineal access?. Both areas are prepared and
draped. A flexible cystoscope is used for both males
and females. The ipsilateral ureteric orifice is cannulated
with Sensor guidewire with a hydrophilic tip (Boston
Scientific), and the guidewire is advanced up the ure-
ter and its position is confirmed fluoroscopically. Then
a 9/11 Fr ureteral access sheath (Cook) is advanced
over the guidewire where possible. Next a 7.5Fr Storz
Flex-X2 flexible ureteroscope is passed into the renal
pelvis through the access sheath.
Contrast (50:50) is then injected to
allow calyceal system mapping and
identification a suitable posterior ca-
lyx for puncture. An 18-gauge neph-
rostomy needle is advanced towards
the tip of the flexible ureteroscope,
which is in the desired calyx close to
the renal papilla, which provides the
radiopaque target. The advancement of the needle is
monitored fluoroscopically, with the needle initially ad-
vanced 4 to 6 cm into the flank to fix its trajectory. The
insertion of the nephrostomy needle into the collecting
system is monitored under both direct ureteroscopic
vision and fluoroscopy. Once the needle is visualised
ureteroscopically, the needle’s obturator is removed
and a super-stiff guidewire is passed into the collect-
ing system. An 8 Fr, and then a 10 Fr dilator is passed
over the guidewire, just into the collecting system to
facilitate passage of NephroMax (Boston Scientific) bal-
loon dilator. The NephroMax balloon is advanced over
the Superstiff guide wire until the tip of the balloon is
ureteroscopically and fluroscopically seen to enter the
calyx. The nephrostomy tract is then dilated by inflating
the balloon under direct ureteroscopic and fluoroscopic
control. Next, a 30F Amplatz sheath is advanced over
the balloon until it is visualised ureteroscopically. The
balloon dilator is deflated and withdrawn. The guide-
wire is fixed in place and a rigid nephroscope (Richard
Wolf, 20.8 Fr) is introduced through the Amplatz sheath.
Stone fragmentation is then performed using the litho-
clast Master (EMS). Meticulous examination of the col-
lecting system at the end of the procedure is carried out
to ensure no residual fragments remain. Fig 1.

A 4.8 Fr ureteric stent is then placed retrogradely
with the position confirmed by fluoroscopic and direct
endoscopic visualisation. A Foley catheter is inserted
into the bladder. The evening of surgery, a haemoglobin
is obtained, as well as urine for culture. The patient is
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Figure 1. Endoscopic and Fluoroscopic images of the procedure. A) Demonstrates the renal calculi fluoroscopically, subsequently with the FURS in place. B)
The nephrostomy needle is inserted into the calyx of choice C) and D), and the quidewire is subsequently inserted E-G) and pulled down into the ureter. H)
Demonstration of insertion of the 30F balloon catheter.

Patient Demographics. Continuous variables presented as median (with
range) where appropriate. NS — Non-significant

Variable Endoscopic-quided Access Fluoroscopic-quided Access P value
(n=33) (n=35)
Age (years) 67 (39-83) 64 (36-79) NS
Male: Female 18:15 20:15 NS
Laterality - Right: Left 14:19 18:17 NS
Single: Multiple 20:13 25:10 NS
Staghorn 8 10 NS
Upper: Middle: Lower Calyx 6:4:23 5:5:25 NS
Stone Size (cm) 2.3(1.4-5.4) 2.1(1.3-4.4) NS
Hounsfield Units (HU) 980 (670-1268) 879 (689-1245) NS
Body Mass Index (BMI) 28 (18-43) 25(19-42) NS

on bed rest for 24 hours, and then allowed to mobilise. A 21-gauge needle is introduced to the calyx of inter-
A trial of voiding is performed the next morning and  est under fluoroscopic guidance. Contrast is injected

the patient is discharged. though the needle to confirm proper positioning and
access to the stone. Subsequently, tract dilatation and
FGA-Renal Puncture stone fragmentation proceeds as above.

Again, under general anaesthetic the patient is in the
same supine position, as described above. A flexible cys-
toscope is used to cannulate the ipsilateral uretericori-  All patient and stone characteristics are shown in Table
fice with Sensor guidewire (Boston Scientific), whichis 1. Both groups were comparable, with no significant
advanced up the ureter with fluoroscopic confirmation  difference in terms of patient or stone variables. Op-
of position. Once the access sheath is placed as above,  erative times were significantly reduced in the ECIRS
we perform retrograde pyelography (50:50 contrast).  group (113 vs. 142 min, p<0.05) (Table 1). There was

Results
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Endoscopic-guided vs. fluoroscopic-guided access patient complications.
Continuous variables presented as median (with range), categorical
variables presented as number. Clavian grade, where appropriate in [].
Hb — haemoglobin, NS — Non-significant.

Variable Endoscopic-guided Access
(n=33)
Operative Time (min) 113 (70-155)
Pyrexia >380C 501
Septicaemia 0
Acute Kidney Injury 0
Nephrostomy 0
Hb change (mg/dL) -1.1(+0.3t0-2.1)
Transfusion 0
Bowel Injury 0
Hospital Stay (days) 2(1-6)

Fluoroscopic-guided Access P value
(n=35)
142 (110-219) <0.05
8l NS
21 NS
2] NS
2 NS
22 (+0.1t0-5.4) <0.05
3000 NS
0 NS
4(1-11) <0.05

Outcomes from Endoscopic-guided vs. fluoroscopic-guided access.
Variables are presented as number (with percentage in brackets).

NS - Non-significant.

Variable Endoscopic-guided Access
(n=33)
Residual Fragments (<4mm) 1(3.0%)
Residual Fragments (>4mm) 1(3.0%)
Secondary Procedure 2(6.1%)
ESWL 1(3.05%)
FURS and Laser Lithotripsy 1(3.05%)

a non-significant trend towards increases in the inci-
dence of pyrexia, septicaemia, acute kidney injury and
requirement for nephrostomy in the FGA group (Table
2). However there was a statistically significant drop
in haemoglobin (Hb) in the immediate post-operative
values in the FGA group when compared to those who
had ECIRS (drop of 2.2 vs. 1.1 mg/dL, p<0.05) (Table
2). This resulted in 3 patients in the ECIRS group being
transfused when their Hb was <809/l (when compared
to none in the EGA group (8.6% vs. 0%). Overall hospital
stay was lower in the ECIRS group (2 vs. 4 days, p<0.05)
(Table 2). This is due to patients that require blood
transfusions, so they had to remain inpatients for longer.

Incidence of residual fragments <4mm (as deter-
mined by CT-KUB) was significantly less in the ECIRS
group (3% vs. 25.7%, p<0.05), with no statistically sig-
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Fluoroscopic-guided Access

(n=35)
9(25.7%) <0.05
3(8.6%) NS
11(31.4%) <005
4(11.4%) NS
7(20.0%) <005

nificant difference in fragments >4mm (Table 3). Again,
secondary procedures were higher in the FGA groups
(31.4% vs. 6.1%, p<0.05), with the majority of these cases
being treated with FURS and laser lithotripsy (20.0% vs.
3.05%, p<0.05) (Table 3).

Discussion

PCNL continues to be the gold standard for manage-
ment of large renal calculi. Often, the process of gain-
ing renal access is the most critical step, and the stage
at which the most serious complications can occur. In
this study we describe our experiences with ECIRS for
supine PCNL.

Grasso et al first described successful FURS guided
renal access in 7 patients with renal disease or body
habitus that made percutaneous access difficult3. Kidd
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et al described the technique in 3 challenging patients
(body habitus, ptotic kidney and complete staghorn),
demonstrating its value in these select cases*. Khan et al
reported excellent surgical outcomes with the elective
FURS guided renal access procedure in 12 patients®.
Sountoulides et al demonstrated in their retrospective
analysis the benefits of ECIRS (n=51) over standard PCNL
(n=70), with lower rates of blood loss and transfusion,
with similar rates of stone clearance®. Recently Isac et
al reported their unit’s retrospective results, comparing
159 patients who either underwent ECIRS (n=62) or FGA
(n=96) by 2 surgeons for PCNL. They demonstrated
decreased fluoroscopic time, reduced multiple puncture
attempts, and reduced need for secondary procedures’.

In our study of 68 patients we demonstrate that
ECIRS enables safe and precise placement of the ne-
phrostomy needle in the desired calyx, allowing con-
trolled and safe tract dilatation, and subsequent Amp-
latz sheath placement. This reduces the risk of calyceal
wall perforation and bleeding. Indeed, where a large
stone occupies the required calyx, one can carry out
laser fragmentation of the stone to clear that calyx, al-
lowing needle placement, and reducing the need for
multiple tracts. We also observed a shorter operating
time, which is due to the combination of improved nee-
dle placement and the ability to fragment the stone
using FURS.

Renal access is the stage of PCNL at which the most
complications arise, with the number of tracts correlat-
ing with a higher risk of parenchymal injury, blood loss
and transfusion®. A recent case report by Borin et al
demonstrated how FURS and laser could reduce the
number of tracts used for PCNL, reducing morbidity
and transfusion rates®.

As well as ensuring safe renal access, the use of FURS
allowed increased rates of stone clearance, because
access to almost all renal calyxes can be achieved with
current FURS. Similarly the use of a ureteral access
sheath allows the extraction of residual stone fragments.

The access sheath also allowed FURS at the end of
the procedure to both identify and removed any missed
ureteral fragments. The cost of using a flexible scope
and an access sheath is much higher but not higher
than the cost of a second or third operation to clear all
the reaming fragments.

We have observed that ECIRS may address the is-
sue of the steep learning curve of PCNL, with up to 60
cases required to reach competence'. This is further
emphasized by the fact that only 11% of American urol-
ogists obtain their own renal access, with higher rates
of access-related complications when radiologists were
obtaining the percutaneous tract''.

Thus, this technique of FURS guided renal access
may address this issue of the steep learning curve'?,
allowing the surgeon to feel more comfortable with
the procedure.

Conclusion

We demonstrate that ECIRS for PCNL facilitates rapid
operating times, with low complication rates, higher
rates of stone clearance and a reduced requirement for
secondary procedures in comparison to purely FGA. We
envisage that this is due to a combination of quicker
and more accurate needle placement, as well as the
ability to perform concomitant FURS and laser stone
fragmentation.
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Percutaneous Nephrolithotomy (PCNL)

€0KAUITOV OUPNTNPOOKOMiOU-UTIO GPacn

Eivai miéov kowvd amodextd 6t n Sladeppikn I\éff.l( UMIEPTEPEL OTATIOTIKG, 0TNV aKpiPeta ¢ To-

ve@pohiBotopr) (PCNL) o€ Umrtia B¢on €ivar n £Up£TI]plaG}l0l'J mofémong e Pehdvag, évavti Tg kaBapd

pEB0OOC eKAOYNC YIa TNV VTIHETWITION EVpE- ouvduaopévn Sradeppikn QAKTIVOOKOTIKIC TEXVIKNS SleukoAUvovTag

yéBou veppoBiaonc. Tnv Teheutaia Sekaetia veppohiBotpipia, TOUG TaXEC XEIPOUPYIKOUE XPOVOUC, |1€ Xapn-

éyouv potabei Sidapopeg péBodot mapaké- veppikn npoonéhaon, \d moooaTé emm\okwy, PnAGTEa M0G0OTA
KapmoAn ekpddnong

vinong (puncture) Tov ve@pov. 0 0ToX0¢ TG
mapouoag epyaoiag ivat n aglodynon twv
d10- Kal PETEYXEIPNTIKWV AMOTEAEPATWY TNG
d100eppIKi veQpIKIG MpOaPacng XpnotpomoLvTag ite EvoooKo-
mikr kaBodnyolpevn 1} @Bopoakomikr kaBodnyoldpevn veppiki
npoapaon yia dadeppikn veppohiBotopr umd Omtia Béon (PCNL).
YAIKO KAl MEOOAOX

2e dlaotnpa 24 pnvwv (Ampikiog 2012 - Mdptiog 2014), duo
X€lpoupyoi mpaypatomoinoav ouvolikd 68 PCNL. 33 evéoako-
mikn-kaBodnyoupevn mpdaBaon ECIRS kai 35 gpBoplookomikn
kaBodnyolpevn mpoapaon (FGA). Oa ta dnpoypagikd otoiyeia
TWV a0BEVWY Kal Ta XapakTnpLoTIKG TwV VEPPIKWV MiBwv Ka-
Taypdenkav, KaBwg Kal ot EvE0-HETA-EYXEIPNTIKES EMMAOKEC.
AMOTEAEZMATA

H epmetpia pag €deiée ot n mapakévnon tou veppou pe T oriBeia

1. Fernstrom |, Johansson B. Percutaneous pyelolithotomy. A new
extraction technique. Scandinavian journal of urology and ne-
phrology. 1976;10(3):257-259.

2. Papatsoris AG1, Zaman F, Panah A, Masood J, EI-Husseiny T, Buch-
holz N. Simultaneous anterograde and retrograde endourologic
access: “the Barts technique”J Endourol. 2008 Dec;22(12):2665-6

3. Grasso M, Lang G, Taylor FC. Flexible ureteroscopically assisted
percutaneous renal access. Techniques in urology. Spring
1995;1(1):39-43.

4. Kidd CF, Conlin MJ. Ureteroscopically assisted percutaneous renal
access. Urology. Jun 2003;61(6):1244-1245.

5. Khan¥, Borin JF, Pearle MS, McDougall EM, Clayman RV. Endoscop-
ically guided percutaneous renal access: “seeing is believing”. Jour-
nal of endourology / Endourological Society. Jul 2006;20(7):451-
455; discussion 455.

6. Sountoulides PG, Kaufmann G, Louie MK, et al. Endoscopy-guided
percutaneous nephrostolithotomy: benefits of ureteroscopic access
and therapy. Journal of endourology / Endourological Society. Oct
2009;23(10):1649-1654.

7. lsacW,Rizkala E, Liu X, Noble M, Monga M. Endoscopic-quided

ekkaBapiong amd mEtpa Kat EAATTON TG
avAaykn¢ yla emavagopd tov acBevoug oto
XELPOUPYEIO YIa QVTILETWTION UTTOAEWUp-
Tk ¢ MBiaong. H kapmbAng ekpdBnong, o0p@wva e mapopoLe
HENETEC AANG Kat GUpPwVa e TN SIKA pag epmelpia, ivaimo o0-
VIO, EMTPEMOVTAC OTO VEO eKMaIOEVOpEVO EvOOOUPOAGYO Va
aefdvetaimo dveta pe v dradeppukn veppohibotpipia.
IYMNEPAIMA

H ECIRS mpoogépel Tayitepoug Xetpoupytkolg xpovoug, He Xa-
HNAd mooootd emmAokwvy, vPnAdTEPa MOo00TA EKKaBApIONG amd
TMETPA Kal PElwpévn amaitnon yia emavenéppaon o€ 6UyKpLoN
pe KaBapd FGA. Autd ogeiletal oTov 6uvdLaOpO TaXUTEPNC
kat akpiBéotepng TomoBétnong feAdvav, ald kabwg kat tnv
duvatdtnta mpoagyylong Touv veppikou Aibou dladeppika Kai
avadpopa e T Xpron TOU EUKAUTTOU UPNTNPOCKOTIOU.

versus fluoroscopic-quided renal access for percutaneous nephro-
lithotomy: a comparative analysis. Urology. Feb 2013;81(2):251-
256.

8. Stoller ML, Wolf JS, Jr., St Lezin MA. Estimated blood loss and
transfusion rates associated with percutaneous nephrolithotomy.
The Journal of urology. Dec 1994;152(6 Pt 1):1977-1981.

9. Borin JF. Prone retrograde laser lithotripsy facilitates endo-
scope-quided percutaneous renal access for staghorn calculi: two
scopes are better than one. Journal of endourology / Endourolog-
ical Society. Sep 2008;22(9):1881-1883.

10. de la Rosette JJ, Laguna MP, Rassweiler JJ, Conort P. Training in
percutaneous nephrolithotomy--a critical review. European urol-
ogy. Nov 2008;54(5):994-1001.

11. Watterson JD, Soon S, Jana K. Access related complications
during percutaneous nephrolithotomy: urology versus radiol-
ogy at a single academic institution. The Journal of urology. Jul
2006;176(1):142-145.

12.  Papatsoris AG, Shaikh T, Patel D, Bourdoumis A, Bach C, Buchholz
N, Masood J, Junaid I. Use of a virtual reality simulator to improve
percutaneous renal access skills: a prospective study in urology
trainees. Urol Int. 2012;89(2):185-90



HELLENIC UROLOGY

Initial experience with extraperitoneal monopolarless laparoscopic radical prostatectomy
in a secondary hospital of Greece

Initial experience with extraperitoneal
monopolarless laparoscopic radical
prostatectomy in a secondary hospital of Greece

Kyriazis lason'?, Dimitriou Dimitrios', Karavitakis Markos?®, Liatsikos Evangelos?, Thanos Anastasios’
" Department of Urology, Ygeias Melathron Hospital, Athens, Greece

“Department of Urology, University Hospital of Patras, Patras, Greece

3 Laparoscopic Urology Unit, Athinaiki Mediclinic, Athens, Greece

Aim of the study: To report the prospectively collected outcomes
of our initial experience with laparoscopic radical prostatectomy in
a secondary hospital of Greece.

Materials and methods: In total 15 cases with localized prostate cancer
(3xlow risk, 5x intermediate risk and 7x high risk) and a mean age of 70
years (range 58-79) were operated during a 9 month period in our de-
partment. All operations were performed by a single laparoscopic surgeon
under the supervision of two senior experienced open surgeons and the
assistance of an assistant experienced in laparoscopic prostatectomy.
Results: No case was converted into open surgery. Mean operating
time (OT) dropped gradually from 5.5 hours in the beginning of our
experience to up to 2 hours with a mean OT of 3.2 hours including 6
cases where a pelvic lymph node dissection was deemed necessary.
Blood loss was minimum in all cases and no transfusion was required.
All but 3 cases (80%) were discharged on the first postoperative day
and catheter was removed 5 days later under cystographic verification
of anastomotic water tightness in the vast majority of cases. Positive
surgical margins (PSMs) were present in 5 patients (33%). Immediate
continence after catheter removal was evident in 53% of our cases and

early continence (continent within 2weeks from catheter removal) in
60%. Out of 10 patients having completed a 3month follow-up, 80%
(8/10) were pad free. Both two incontinent patients still use 1 pad per
day and include one case with immediate continence which started
leaking after salvage radiotherapy initiation. PSA failure (>0.2ng/
dL) at 3 months was evident in 3 (30%) of patients including one
patient operated with a PSA of 136ng/dL and two patients without
PSMs. All these cases were included in the first 6 operated cases and
were scheduled for salvage radiation treatment. At a mean of 56 days
post prostatectomy, potency was restored in 3 patients following a
penile rehabilitation protocol after surgery while none of the rest of
patients requested further treatment for impotency.

Condlusions: In the hands of a well-trained surgical group, perioperative
morbidity of laparoscopic radical prostatectomy during the initial phases
of learning curve is minimum. Early continence outcomes can reach
comparative levels with the high volume center literature after the very
first cases. Initial oncological outcomes were inferior to the published lit-
erature yet they were most likely due to case selection (older patients with
adverse pathology) than due to limitations of the operative technique.
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Initial experience with extraperitoneal monopolarless laparoscopic radical prostatectomy
in a secondary hospital of Greece. Hellenic Urology 2018, 30(3): 49-54
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Introduction surgeon also joined each operation (MK) and the operat-

Radical prostatectomy represents the gold standard treat-
ment option in the management of localized and locally
advanced prostate cancer in fit men with
a significant life expectancy [1]. The pro-
cedure was first introduced and tradi-
tionally is still being performed via an
open access which remains the approach
of choice for the majority of surgeons
worldwide. Nevertheless, significant
perioperative morbidity has been asso-
ciated with the technique including pro-
longed hospitalization, increased blood
loss and postoperative pain. In an attempt to decreased
the former morbidity, endoscopic approaches, namely
the conventional laparoscopic and the robotic assisted
radical prostatectomy were introduced [2,3]. According
to European Association of Urology Guidelines both tech-
niques are able to provide similar oncological and func-
tional outcomes to the traditional open technique [4].

During the last year, laparoscopic radical prostatec-
tomy was introduced in our department (Ygeias Melath-
ron Hospital, TYPET) and replaced open approach. In this
work we present our initial experience with the proce-
dure aiming to document the oncological and functional
outcomes during the beginning of learning curve and
question whether lack of previous experience affected
negatively the outcomes of initial cases.

Material and Methods

In total 15 cases with localized prostate cancer (3x low
risk, 5x intermediate risk and 7x high risk) and a mean
age of 70 years (range 58-79) were operated during a 9
month period in our department. Patient demographics,
preoperative oncological characteristics, perioperative
dataincluding operative time, need for transfusion, hos-
pitalization and catheterization data as well as functional
and oncological follow-up data were prospectively col-
lected and analyzed.

Operating group characteristics

All operations were performed by a single operating
surgeon (IK) who had attended an official fellowship
program in laparoscopic and robotic assisted surgery
and had previously assisted as first or second assistant
in more than 300 laparoscopic or robotic assisted radical
prostatectomies. An experienced first assistant with prior
experience on endoscopic radical prostatectomy as a first
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ing group was supervised via two senior open surgeons
with a wide experience in open radical prostatectomy (AT,
DD) who served as camera holders. A designated proctor
(EL) had prior performed a laparoscopic
prostatectomy in our department to
setup operating theater coordination
and assessed the video of each case
guiding necessary changes in practice.

Surgical technique

Through a paramedial 2cm subumbil-

ical incision an access to the extraperi-
toneal space was created under the anterior sheath of
rectus abdominis muscle and a balloon dilation of the
extraperitoneal space followed. Under direct vision 5
trocars were inserted to the extraperitoneal space (1x
Hasson trocar, 1x12mm and 3x5mm trocars). Ultrasonic
scissors, a bipolar grasper and cold scissors were used
for dissection throughout the procedure. The peripros-
tatic fat was dissected free and the endopelvic fascia was
blindly opened bilaterally. The exact location of bladder
neck was then identified through traction of urethral
catheter. Bladder neck was incised and urethral catheter
was retrieved through the opening. The posterior bladder
neck was incised at a safe distance from ureteral orifices
accessing the space between the posterior prostatic cap-
sule and the bladder. Bilateral ligation of vas deference
followed and both seminal vesicles were dissected from
denonvilliers fascia. Denonvilliers fascia was opened and
based on preoperative risk stratification an intrafascial (for
low risk disease) or an extrafascial (for high risk disease)
dissection plane was followed. Extrafascial plane was
evident by the presence of perirectal fat at the posterior
aspect of dissection template. A nerve sparing dissection
of prostatic pedicles followed employing an athermal
technique using hem-o-lock clips and cold scissors. In
case of high risk disease a wide excision of pedicles was
performed with the use of ultrasonic scalpel. A ligation
suture was then placed at the Santorini venous plexus
and an apical dissection followed using constant cepha-
lad traction of the prostate to ensure a maximum urethral
length preservation. Urethra was finally divided under
the level of verumontanum and prostate was placed in
a retrieval bag upon its release from the urethra. In the
case of high risk disease a bilateral pelvic lymph node
dissection followed. Finally, a continuous urethrovesical
anastomosis was created over an 18Fr urethral catheter
using a double needle PDS 2-0 suture running from 6
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Figure 1. Operative time in our series. *: Cases subjected to a concomitant
pelvic lymph node dissection.

to 12 o'clock of the anastomosis from both sides. After
replacing the urinary catheter with a silicon 18Fr catheter
the watertightness of suture line was verified via inflating
120cc of saline into the bladder. A drain was inserted
through one of the lateral 5mm ports and placed over
the bladder, keeping a minimum safety distance from
the anastomosis. Specimen bag was retrieved through
the camera port and all port sites were sutured.

Postoperative care and follow up

Drain was removed on the same night or the morning
after surgery and patient was discharged after restoration
of bowel movements on the first postoperative day. Ure-
thral catheter was removed after cystographic verification
of anastomotic watertightness on the 5th postoperative
day. A telephone assessment 2 days and one week later
followed and patients were scheduled a follow up visit
to access PSA levels, continence and potency outcomes
at 3months after surgery.

Results

No case was converted into open surgery. Mean oper-
ating time (OT) dropped gradually from 5.5 hours in the
beginning of our experience to up to 2 hours with a mean
OT of 3.2 hours including 6 cases where a pelvic lymph
node dissection was deemed necessary (Figure 1). Blood
loss was minimum in all cases and no transfusion was
required. All but 3 cases (80%) were discharged on the
first postoperative day and catheter was removed 5 days
later under cystographic verification in the vast majority
of cases. Drain was removed on the same night of the
operation in all but two cases where an anastomotic
leak was evident. In both cases leak was managed con-
servatively by placing mild traction to the catheter and
retrieving drain few cms away from its initial position.

Postoperative continence
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Figure 2. Postoperative continence outcomes in our series. Blue: pad free
patients. Black: Incontinent patients (last follow-up date reported). *: pa-
tient with immediate continence started leaking after salvage radiotherapy
initiation.
Both cases followed an uneventful course apart from
being discharged on the second postoperative day and
having a cystography for catheter removal set on day 10
postponing catheterization for 5 additional days.
Immediate continence after catheter removal was evi-
dentin 53% of our cases and early continence (continent
within 2 weeks from catheter removal) in 60%. Out of 10
patients having completed a 3month follow-up, 80%
(8/10) were pad free (Figure 2). Both two incontinent
patients still use 1 pad per day and include one case with
immediate continence which started leaking after salvage
radiotherapy initiation. Positive surgical margins (PSMs)
were present in 5 patients (33%). PSA failure (>0.2ng/ml)
at 3 months was evident in 3 (30%) of patients including
one patient operated with a PSA of 136 ng/ml and two
patients without PSMs. All these cases were included in
the first 6 operated cases and were scheduled for salvage
radiation treatment. At a mean of 56 days post prosta-
tectomy, potency was restored in 3 patients following a
penile rehabilitation protocol after surgery (tadanafil 5mg
p.os every second day) while none of the rest of patients
requested further treatment for impotency.

Discussion

The minimum number of cases required for a surgeon to
become proficient in laparoscopic radical prostatectomy
remain unclear as due to significant heterogeneity be-
tween performed studies, reported outcomes range from
38to 250 or even 1000 cases [5-7]. In this work we provide
evidence based on our experience that in the hands of
a well-trained and properly prepared operative team
laparoscopic radical prostatectomy can provide optimum
outcomes even from the first cases of learning curve.
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Case 15

Figure 3. Operative steps demonstrating the difference in fine tissue dissection between the first and the last case. A. Pulling down denonvilliers fascia to
enter intrafascial plane of dissection after mobilization of seminal vesicles. B. Apical dissection immediately after entering the urethra accessing urinary
catheter, C. Urethrovesical anastomosis creation.

No serious complication such as rectal injury or ma-
jor bleeding was noted on our first 15 cases. Still, the
presence of a well experienced open surgeon ready
to convert the case and resolve every potential hazard
was a safety measure that we undertook to ensure pa-
tients safety during our initial experience. Blood loss was
minimum in all cases and none of our patients required
blood transfusion. High blood’s CO, levels were evident

52

perioperatively on our first cases which was restored by
prolongation of ventilation during recovery. Reducing op-
erative times and lowering intraabdominal pressures after
trocar placement as well as adaptation of our anesthesi-
ology team to the specific demands of extraperitoneal
insufflation in a steep Trendelenburg position (requiring
higher ventilation pressures since the beginning of the
procedure to keep CO, levels low), prevented following
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cases from this effect.

Within our initial experience we faced several tech-
nical difficulties. It took two consecutive cases with big
prostates and a large medial lobe to learn how to easily
retrieve medial lobe through bladder neck opening and
enter the right plane of posterior dissection since in the
first two cases we initially followed an enucleation plane
during posterior bladder neck opening. In addition, even
in the last cases of our experience (cases 12 and 14) we
faced major gas leak from trocar sites in two cases of
obese patients with a thick fat layer in the abdominal
wall, which led to suboptimum operative field exposure
throughout both operations and prolonged operative
times. We intent to use extra-long obesity trocars in the
following cases to resolve such a problem. Finally, the
last part of the procedure that we gained confidence at
was the management of prostatic apex. While we were
able to preserve a long urethral stump from the first case
of our experience, on our first cases we were entering
into the prostatic tissue several times during dissection
leading to a potential higher risk for positive surgical
margins [Figure 3]. Based on our experience, the best
cases for a surgeon to start his learning curve would be
in thin patients with medium to small prostate sizes. In
addition, given that the clarity of apical dissection was
gained last in our series, patients with evidence of disease
in prostatic apex should be avoided in the initial cases
as the risk for positive surgical margins would be higher.

It is of notice that early continence outcomes in our
series was surprisingly good with the majority of our
cases being continent or almost continent since catheter
removal on postoperative day 5 or 10. In a prospective,
controlled, nonrandomised trial of patients undergoing
prostatectomy in 14 centers in Sweeden via either a ro-
botic assisted or an open approach, incontinence rates
at 12 months were 21,3% and 20.2% for robotic assisted
and open approach accordingly [8]. We speculate that
the lack of monopolar energy in our monopolarless tech-
nigue might play some role to the superior continence
outcomes herein documented. During the apical dissec-
tion, periurethral tissue and sphincter remain the only
anchor of prostate to the abdominal wall and as such
every monopolar energy employed during robotic as-
sisted apical dissection is expected to pass through these
vulnerable structures. Accordingly, athermal division
of dorsal vein complex has been associated with major
effects in early continence during robotic procedures [9].
The use of harmonic scalpel in the presented laparoscopic
approach deploy only local effects to the dissected tissue

and as a result can combine the hemostatic benefits of
energy usage, skipping any deleterious effects to distal
structures. In addition, the meticulous apical dissection
aiming to ensure maximum urethral length preservation
as well as the presence of a continuous watertight anas-
tomosis carefully created under the magnified view of
the laparoscope also assisted in the reported optimum
continence results as opposed to the gross interrupted
anastomosis of open surgery.

Relatively high positive surgical margins were evident
in this cohort (5/15 cases). As previously reported, a PSM
rate around 30% is expected in the initial learning curve
of laparoscopic radical prostatectomy and is anticipated
to drop slowly over the following 1000 cases [7]. Still,
our high PSMs could also have be affected by the small
sample size of this cohort including cases with really high
risk disease. Four out of these 5 cases had pT3 disease
including a case with preoperative PSA of 137ng/ml, a
case with Gleason score 5+4 and a case with Gleason
score 4+3in all (12/12) samples of transrectal biopsy. Pre-
operative PSA, Gleason score and T stage are well-defined
risk factors for the presence of positive margins in radical
prostatectomy and as a result, attribution bias might be
somewhat responsible for the high rate of of disease
presence at the margins of our surgical specimens [10].

Limitations of this study include the relative small
sample size and the short follow up to access the onco-
logical outcomes of our experience. Still we aim to keep
tracing our outcomes in a prospective manner aiming
to provide higher quality evidence in the future on the
safety of the approach during the initial learning curve
of surgical team. In addition, reported outcomes in this
study represent the outcomes of a single operating sur-
geon. Given that previous surgical experience and train-
ing of any operating surgeon might affect significantly
the required learning of a new procedure, data derived
from other centers are necessary to generalize the con-
clusions drawn from this study.

Condlusions:

In the hands of a well-trained surgical group, perioper-
ative morbidity of laparoscopic radical prostatectomy
during the initial phases of learning curve is minimum.
Early continence outcomes can reach comparative levels
with the high volume center literature after the very first
cases. Initial oncological outcomes were inferior to the
published literature yet they were most likely due to case
selection (older patients with adverse pathology) than
due to limitations of the operative technique.
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Tov kapdiakd pubué didomya QT aToug aoBeveig und Bepaneia e gecotepodivi dev dlEPepe ANO ekeivo Twv aoBevav Tou Adupavav eikovikd gdppako. Ta mooooTd
eppaviong QTc = 500 ms petd mv apxikr alohdynon 1y eppdviong augnong QTe = 60 ms eivat 1,9%, 1,3%, 1,4% kat 1,5%, yia gecotepodivn 4 mg, 8 mg, 12 mg kau
EIKOVIKO @dppako, avrioToxa. H kAwiki} onacia autév Twv eupnudtwy Ba e&apmBei and Toug mapdyovteg KvdUvoU Kat Toug mpodlaBeatkous mapdyovieg Tou kdbe
aoBevoug Eexwplotd (BA. mapdypago EdkEQ npoedoronioes kat mpogurdels katd ) xprion). Meplotatika enioxeang oUpwv {etd My Kukhogopia Tou gapudkou amy
ayopd, Ta oroia anarrodoav KaBEMPLAGKG, £X0UV TIEPLYPAPE YeVIKA péoa oy i eBdopdda Bepaneiag e peaotepodiv. Ze autd oupmepapBdvovtav Kupiwg nAki-
pEvol Avtpeg aoBeveis (=65 €Tv) jie 10TOpIKG oxeTI{Gpevo yie KakoriBn uneprikaoia Tou mpootdm (BA. mapdypago Eidikeq mpoeidononioels kat npopukdgels katd m
Yprion). Avapopd mBavohoyoUuevwy averBUunTwy evepyeldv H avapopd rbavohoyolpevwv averuBUunTwy evepyeldv |etd and m yopriynon ddelag kukhopopiag Tou
(PUPHAKEUTIKOU TPOIOVTOG €ival OMuavTik. Ennpenm m uuvexn ] ™G OYEONG OQEN Bivou Tou U mpoidvtog. Znteftal ang Toug
JaTieg uyeiag va avagépouy evEpyeleq péow: EMGda: EBvikdg Opyaviopdg dappdkwy, Meooyeiwv 284, GR-15562
XcAupvoq ABriva, Tnk: + 30 21 32040380/337 ®ak: + 30 21 06549585 lotdtonog: hitp: z[www eof.qr Kunpuc dapuakeuTKES Yrmpeoies, Yroupyeio Yyeiag, CY-1475
Neukwoia 0ag; + 357 22608649 YNEPAOZOAOTIA: H e me V11G, UMopei va £xel wg 3
00Bapég £q emdpdoeig. H TipémeL va swm 1 Kat . ¢ mepimTwon ouviotdrat Tou
HKT kat Ayn 3 DV PETPWV Y10 TV aVTI 1 G napdraong tou QT. H peaotepodivn xopnynenke e aopdheta o€ KAIVIKEG HENETES 0g 00€IS
HéxpL 28 mg/muépa. Ze mepimwon unepdooooyiag geaotepodivig, ot aoBevei§ MpEMeL va uroBdAhovtat oe TAUOM GToRdXOU Kat Xopriynom cvzpvou uvauKu Ta

duoavegiag om yahaktodn, avendpkelag aktdong Tou Lapp 1} duoanoppdnang YAUKGZNG-yahaktodng dev mpenet va AapBdvouv aut To pdppako. EMIAPAZEIZ ETHN
IKANOTHTA OAHTHZHE KAl XEIPIZMOY MHXANON: To TOVIAZ éxet eAdyiom) enidpaon oy (kavoTnTa 0diynaNg Kat XElpLopoy pnyavav. Anatteital mpoooxn Katd my
0dMyNom 1 XEPIOPO PnXavav, Adyw mg nleuvnq EUPAVIONG QVETIBUINTWV evepvsunv onwg euunn Gpaon, {dAn kat unvnhia. ANEMIBYMHTEE ENEPFEIEE: [epinun tou

pooih aogakeiag: H aogdrea g aklohoynenke oe 113 Qdppako KNVIKEG HEAETES O €va aUvoAo 2.859 aoBevav pe Unepdpacmipla
0UpodGY0 KU, and Toug oroioug 780 EAaBav elKoviKO pdppako. Adyw Twv BV (BloTTWY ™G v11G, 1 Bepaneia eviExeTal va MPOKAAEDEL 1irieg
£0G PETPIES QVTIHOUTKAPIVIKES Bpdoelg, omwg Enpootopia, EnpogBahyia, duomeyia kat duokotiidmTa. Enioxeon odpwv propei va ekdnhwdei ondvia. H &npootopia, 1 povn
TIONU GUYVI] QVETLBUNT) EVEPYELD, EPpavIOTNKE e auyvoTTa 28,8% oy opdda peaotepodivng o€ alykplon pie 8,5% amv opdda Tou elKoviKoU papudkou. H metovétta
TWV QVETIBUUNTWY EVEPYEWDV apampiBnkav katd m dldpkela Tou MP@TOU Wiva Bepaneiag ye e&aipean MePLOTATIKG ToU KamyoplomouiBnkav wg emioxeon odpwv 1
unGheua oupuv petd TV oGpnon peyaA{tepo and 200 mi, To ortoio iope va ouBel eTd and HaKpoypGvia Bepareia Kal fTav IO OUYVO OTOUG AVTPEG an’ 6t oTig
Yuvaike. Mapakdte 1 ouxvGTITa T EVEQYEWGV TIOU Katd m Bepareia, amd TG ENEYYOUEVES |E EKOVIKO QADHKO KMVIKEG
BOKIIES Kau amo v eumetpia HeTd v KukAogopia Tou pappdkou oy ayopd. Ot averiBUpNTES EVEYELES QvagEPOVTAL jie TV akGAoUBN GUVBT|KN oUXVOTTAG: TIOAU OUXVES

[Pfizer

PP-TOV-GRC-0013-MAR18

PFIZER HELLAS A.E.
A MEZOTEION 243 - 15451 N. WYXIKO,
THA: 210 6785 800

TIPETIEL V QVTIY g €N ZoBapes Kmpmcq é¢ emdpdoei (mx. ooBapi dIEyepon): avIy

Inaoyoi i éviovn diéyepon: ) e | QVEMAPKELD: QVTIUETAMION He pnyaviki avamvor. Taxukapdia: uvnusmnwn Je pra-

£¢. Emioyeon oUpwv: avri 3 0 Muﬁp(uun: I ) He 0pBaNMIKES aTaYOVES AOKapMivIIG /kat 0 a0BEVIG TIPEMEL va Mapapeivel oe
oKotewd Bahapo. KATOXOZ THE AAEIAZ KYKAOO®OPIAL: Pfizer Limited, Ramsgate Road, Sandwich, Kent CT13 9NJ, Hvwpévo Baoikewo. APIBMOZ(0I) AAEIAZ
KYKNOOOPIAE: EU/1/07/386/001-020 HMEPOMHNIA ANABEQPHZHE TOY KEIMENOY: 09/2017. MIANIKH TIMH: 4 mg diokia napatetauévng anodéoueuang BT x 30, A.T.:
31,17 €, 8 ma Biokia napatetapéwng anodéoyeuang BT x 30, AT 31,57 €
OAPMAKEYTIKO MPOION [IA TO 0010 ANAITEITAI IATPIKH SYNTATH
T1A MAHPEIZ ZYNTATOrPAGIKEZ TAHPO®OPIEE MAPAKANEIZOE NA ANEYOYNOEITE ZTHN ETAIPIA.

= A Meooyeiay 350, 15341,

Pierre Fabre ayianopooxeun
FARMAKA AE. Tok. 2107234 582



