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Abstract

With the increase in the incidence of cancer worldwide and the aging of the population, prostate cancer remains a
topic of debate in the world of urologists and beyond. In the last years several notable advances were made in the
care of men with this disease. In our days, we have a great amount of information regarding cellular, molecular biol-
ogy and also a series of innovative strategies driven by technological advances. Because in everyday practice there
are socio-economic as well as age differences between European patients, we wanted to highlight if the European
guidelines can be totally applied to elderly Romanian patients.
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Introduction
Motto:

“I had prostate cancer. It was rather painful and,
in many ways, life-changing.”
Roger Moore

Located on the third place (together with bladder
cancer) in the classification of causes of cancer mor-
tality in Romania, the neoplasm of prostate still raises
many problems in the first line of this fight - the urol-
ogist specialists. As brachytherapy - radiotherapy with
a curative vision in the localized stage of the disease -
takes place in the therapeutic urological arsenal of the
Romanian urologists, and the PSA test becomes known
and feasible in almost all private laboratories or large
hospitals, new challenges arise in front of those who
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need to help in the most competent way the patient
in distress.

According to Crawford, the prostate cancer is the
most common malignancy among elderly men and is
the second leading malignancy in the Western world ™.
Although we accept that statistics are the most elegant
form of “eluding the truth” by discussing these figures,
we can not ignore the reality that has led to this work:
only one-sixth of those diagnosed with prostate cancer
will die from the disease. In elderly the situation is even
more diffrent, according to Newschaffer et al., prostate
cancer is the underlying cause of death in 39% of the
prostate cancer patients aged 67 years or more 2,

Results

Diagnosis of prostate cancer is rarely under the age
of 50 years (less than 0.1% of patients). Gronberg et al.
found that the maximum diagnosis incidence was be-
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tween 70 and 74 years, with 85% of patients being diag-
nosed after 65 years B, If we refer to an autopathologi-
cal microscopic diagnosis at autopsy, on broad cohorts,
30% of men in the fourth decade, 50% of sixth men and
over 75% of 85 years old men have a histological diag-
nosis of prostate cancer. If we live over 120 years, it is
known that we, men, would be the 100% owner of a
real prostate cancer! Referring to the previous figures,
we can ask: if in the fourth decade of life almost one
third of men have histologically identifiable neoplasia
as the disease evolution is explained in the sense that,
for example, in Sweden, the country with the highest
reported mortality, 23 out of 100 000 inhabitants die
from prostate cancer per year™?

A turning point in the evolution of the formulation
of diagnosis and treatment of this disease is consid-
ered by many of the widespread use of PSA dosing. The
use of this disease diagnosis in localized or locally ad-
vanced disease has increased while disease identifica-
tion in the metastatic stage has decreased. According
to Derweesh, in 2004, 75% of patients diagnosed in the
US at the stage where the digital rectal examination is
normal Pl Unfortunately, this rises another dilemma in
the urological world: some authors, like Tewari et al.,
support screening based on the fact that an early de-
tection based on PSA helped identify early-stage ma-
lignancy and reduced mortality rates . Opponents,
like Etzioni et al., argue that there is no evidence that
early detection would lower morbidity, and more so,
the proposed aggressive treatments would do more
harm than good in the context of the long history of
the disease and long-term randomized trials are miss-
ing 7. According to Stangelberger et al., besides PSA
and Gleason score, age is considered a key prognostic
factor in treatment decision making while oservational
studies of older men with early stage disease have sug-
gested conservative management as a viable option©,
On the other hand, the TaskForce of the International
Society of Geriatric Oncology recommends that the
choice of therapy should not be based on chronologi-
cal age, which proceeds at the same pace for all, but on
biological aging and health status, which differ greatly
from one person to another®. Therefore is very import-
ant to evaluate the health status before taking a deci-
sion.

The gold standard for evaluating health status, ac-
cording to Decoster et al., is the Comprehensive Geriat-
ric Assessment (CGA-G8) ", This assessment provides
informations on demographic, social, functional, nu-
tritional, cognitive, and mental health status and the
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presence of comorbidities and geriatric syndromes.
Unfortunatelly, is time-consuming and requires spe-
cialised staff. Thus, after geriatric screening, according
to the European Association of Urology (EAU) guide-
lines, patients with a CGA-G8 score > 14 should receive
standard treatment as for younger patients and those
with a score <14 should undergo complete geriatric as-
sessment to evaluate reversibility of any impairments
()

What is the status of the Romanian patients? Af-
ter evaluating 600 urological patients by completing
the Gronongen Frailty Index, 42.83% were classified
as ,fragile’, this translated into a larger number of
post-operative complications and a longer hospitaliza-
tion period "2, More than that according to the latest
WHO data published in 2018 life expectancy is males
in Romania 71.6 years, much smaller compared to 83
years in Sweden or Switzerland or 82 years in United
Kingdom, Portugal or Austria!'?,

Treatment

Any decision is difficult to take because any form of
treatment of prostate cancer has flaws and difficulties
arise even from diagnosis. To confirm the diagnosis we
need to perform a prostate biopsy which can not be
mede in patients with coagulopathies, immunosup-
pression or acute prostatitis. A first problem related to
this crucial moment of diagnosisis related to the discon-
tinuation of anticoagulant/antiplatelet therapy (War-
farin, Clopidrogel, Ticlodipine) or non-steroidal anti-in-
flammatory drugs at least 7-10 days before puncture.
Many of our elderly patients has this kind of treatment,
in this situation the patients will ask naturally: “Does
not happen if | break the medication recommended
by the cardiologist?”. According to Canadian Associa-
tion of Urology (CUA) guidelines, the antiplatelet agent
has to be reviewed with the patient, his primary care
physician or cardiologist and only after that should the
antiplatelet agent be stopped . In our daily practice,
we did not experience cardio-circulatory problems that
occurred when discontinuing medication (Aspenter,
Plavix, Trombostop, Sintrom) but we consider that a
discussion with the cardiologist is useful.

Antibiotic prophylaxis is unanimously accepted and
the regimens used by us included fluorochinolone-as-
sociated metronidazole 48 hours before puncture and
3 days after it was performed. Although there are au-
thors, like Djavan et al., who have used quinolone only
30-60 minutes before biopsy and continued therapy for
2-3 days or other treatment regimens, the incidence of

Romanian Journal of Urology

Eaftorfal



Eaftorial

10

sepsis or bacteriemia in the literature is 0.1% - 0.5% of
patients [15]. CUA guidelines recommends that broad-
based gram-negative antibiotic prophylaxis (e.g., flu-
orquinolone) should be administered prior to biopsy
and may be continued for 2 to 3 days post-biopsy 4.

Because older men are more likely to have larger
and higher-grade tumours, might benefit more from
a local treatment including radical prostatectomy. Ac-
cording to Droz et al, for high-risk lesions, cancer-spe-
cific survival is up to 91% after surgery combined with
adjuvant and/or salvage modalities . Among older
men radical prostatectomy was associated with a re-
duced risk of metastases and use of androgen depriva-
tion therapy. Broadly, the indications of prostate can-
cer endoscopic surgery are approximately the same as
those for benign prostatic hyperplasia: acute urinary
retention, recurrent urinary infections, repetitive hema-
turia (here the goal is to investigate and suppress the
bleeding source) a degree of renal insufficiency due to
chronical subvezical obstruction. No surgery is simple
and the daily experience teaches that starting with the
anesthetic act - regional anesthesia (spinal or epidural
is the most appropriate and most used in these cases),
general anesthesia is not preferred. Regional anesthe-
sia provides increased perioperative comfort and does
not show disagreeable situations at the end of the op-
eration due to the cough effort and the resumption of
spontaneous respiratory movements - the compress-
ing and hemostatic balloon of the well-placed urethral
catheter can change his position and the bleeding
from the prostate begins again. Also the position of the
patient on the table of endoscopic operations -lithoto-
my position-is not a negligible feature. It is known that,
especially from 75 years up, we can have patients with
coxarthrosis or other similar conditions as well as with a
history of deep vein thrombosis of the lower limbs that
makes it difficult or even contraindicate such position-
ing. This is another dilemma: is it not simpler to drain
the bladder after 75 years than to perform an transure-
thral resection of the prostate?

Discussions

According to the EAU guidelines, in patients with
non-metastatic localised PCa not suitable for curative
treatment, immediate androgen deprivation therapy
(ADT) should be used only in patients requiring
symptom palliation, while in patients with locally ad-
vanced T3-T4 disease, patients with PSA > 50 ng/mL
may benefit from immediate ADT'. In older patients
we must carefully consider the toxicities of ADT. In
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general, agents that result in a hypogonadal state can
lead to toxicities within the following domains: meta-
bolic and body composition; sexual health; and mood
and central nervous system (CNS) symptoms. The risk
of osteoporosis development is important to keep in
mind because geriatric syndromes (such as fall risk,
delirium, and incontinence) can predispose patients to
osteoporotic fractures.

More than that, patients may experience metabolic
consequences, such as decreased insulin sensitivity, el-
evated cholesterol levels, and hypertension, which con-
tribute to an increased risk of metabolic syndrome and
cardiovascular disease in this population. Haque et al.
showed that ADT is associated with an increased risk of
heart failure in men without preexisting cardiovascular
disease"®l. Elevated risks of arrhythmia and conduction
disorder were only observed among patients with pre-
existing cardiovascular disease. Although there are no
consistent data linking ADT as a causal agent to cardio-
vascular disease and mortality, there are clear relation-
ships between the metabolic changes that occur on
ADT and their contribution to cardiovascular disease
development. Once again, according to Eurostat, there
are huge differences in the incidence of cardiovascular
events between Romania and Western countries. While
in the United Kingdom cardiovascular diseases share of
all deaths is 23.3% or 26.6% in the Nederlands, in Ro-
mania 59.3% of all death are secondary to cardiovascu-
lar diseases .,

A particular feature of prostatic neoplasia is the
“active monitoring” approach, also known as active
surveillance. Traditionally postponing treatment was
considered appropriate for those with life expectancy
of less than 10 years with well differentiated tumors
(Gleason score between 2-5) "8, It is becoming more
and more important nowadays to apply active mon-
itoring to patients with small, well-differentiated or
moderately low-volume prostatic neoplasms to avoid
or delay treatments that are not immediately needed.

There has been a problem for urologists for a long
time in order to define as accurately as possible which
tumors can be observed without aggressive treatment.
Thus, Klein et al. defines the “indolent” tumor as being
strictly located in the prostate gland with a relatively
well-differentiated <0.5 ml volume (other authors call
into question other evaluation and follow-up criteria
(free PSA / PSA ratio > 0.15, less than 3 neoplastic tis-
sue biopsy samples, and less than 50% of the prostate
biopsy fragment was tumor tissue) "%,

Interesting is the conclusion reached by appling the
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Kattan nomograms: 20% of patients treated with radi-
cal prostatectomy met the criterion of “indolent” tumor,
insignificant, which could only be followed in a first
phase....So the contradiction appears: “It works early in
cancer if you want to heal” versus “properly monitors
the patient with localized tumor to avoid being more
aggressive than it should”. The only way we look for a
new dilemma is to look at the patient’s age, comorbidi-
ties, and last but not least, his options and possibilities.
On the other hand, if the level of PSA is increasing, tran-
srectal echocardiography reveal the increase in volume
and the new prostatic biopsy indicates the spread of
the neoplastic process, the treatment must be institut-
ed.

We highlight a dialogue between patient, family,
cardiologist, urologist, anesthesiologist and oncologist,
adapted to the level of understanding, anatomopatho-
logical outcome of the disease state, comorbidities and
predictive risks from the perspective of literature and
experience.

Conclusions

The final treatment-related decision belongs to the
patient influenced more or less by the family. But the
urologist will be free of worm of conscience by properly
informing the patient and the family and advising the
other specialists. Surely we swept between prejudices,
confusions, mistakes and misinterpretations. We know
that “an error is even more dangerous as it contains
more truth” (H.F. Arniel) and that “the shorter the error,
the better it is” (Moliere). So we preferred dilemmas...
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