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Time to focus on patients not profit. Emphasize
medicine not money ... be a patient care
specialty ... ethics based on what is best for the
patient ... service to community.

R. G. Evens, 1989

...the absolute necessity for medical leadership to
recognize the need for change, establish common
professional values; create a vision, and provide
courage, strength, and passion to make the correct
strategic choices to empower the success of

medicine in the future.
R. W. Holden, 1998

Abstract. Almost half of prostate men cancer, the disease is benign and not life
threatening. However, some patients with aggressive tumors have manifestations that
can lead to death if not treated. Now the problem concerns to predict the nature of its
course. This will prevent useless severe treatment when most patients the tumor can
be controlled minimal therapeutic intervention or even just to keep the patient under
regular diagnostic control. At present there are real possibilities to confidently
enough differentiate the cases where a radical medical aid to the patient is needed
and where either only minimal therapeutic support or even just regular periodic
examinations and consultations would suffice. What is respectfully acknowledged at
major meetings and in editorials is not being applied to patients. The explanations
are complex and rooted in a conflict between knowledge and belief with disturbing
undertones of economic self-interest. It is time to practice conscience-based medicine.
Keywords: prostate cancer, management of patients, conscience-based medicine.

Prostate cancer (PC) is one of the most common men cancer. In North America
early expected number of new prostate cancer cases ranges from 219,000 to 240,000

cases and from 27,000 to 31,000 deaths [1-4]. As one of the five or six men will
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develop PC at some point in their lives. Incidence increases with age — more than

65% of cases are diagnosed in men of 65 and older [5, 3].

Moreover, 50% of men older than 50 years at autopsy have PC, but the
probability of clinical diagnosis is only about 18%. The estimated probability of
dying from PC for men is set at 2.8%, while the most common actual cause of death
of men diagnosed with PC are cardiovascular diseases [6, 7]. In another autopsy
study it was showed that highly differentiated prostatic intraepithelial neoplasia,
which is the precursor of PC, is present in almost 86% of men aged 80 years and
older [8]. In 30-50% of men who are diagnosed with PC, the disease is benign and
not life threatening [9].

However, some patients with aggressive tumors have manifestations that can
lead to death if not treated. Hence, early detection of aggressive forms of the disease
helps to reduce mortality in the treatment of localized disease and is the only chance
for successful treatment [10, 11]. Before the broad distribution of early PC detection
methods, including digital rectal examination and transrectal ultrasound studies and
measurements of serum PSA, in most cases PC was diagnosed in the stage of
progression of the disease and the men died within a few years after diagnosis.

So now the problem concerns not only accurate diagnosis of PC, but more
importantly, to predict the nature of its course. This will prevent useless severe
treatment when most patients the tumor can be controlled minimal therapeutic
intervention or even just to keep the patient under regular diagnostic control, which
should be guaranteed by using effective methods.

R. Choo et al. [12] and L. Klotz [13] propose to determine the decision to inter-
vene by PSA kinetics and/or histological progression of the tumor. This strategy
offers the attraction of individualizing therapy based on the biological behavior of
cancer. Paients with slow growing tumor will be spared the negative effects of radical
treatment, while patients with rapidly progressing cancer will benefit from this
therapy.

Many options for the management of patients with newly diagnosed PC are

availble. Magnetic resonance imaging (MRI) plays an important role in the early
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diagnosis of PC. Moreover, it helps identify the remains of the tumor after surgery or

relapse after treatment, when there is clinical or biochemical suspicion of it. The
feasibility to assess PC using conventional MRI, T1-and T2-weighted sequences, MR
spectroscopy, diffusion-weighted imaging, and dynamic contrast enhancement MRI
has been investigated. All forms of treatment to a greater or lesser extent alter the
MRI features of the prostate, and it is important to be able to distinguish between the
effects of treatment and recurrent or residual cancer to aid in further clinical patient
management [14].

Doubts exist with respect to the benefits of a broad screening for PC. In a
recently published European study has shown that screening for PC may provide a
reduction in mortality from this cancer by 20%, but to avoid one death 48 patients
should be radically treated [15]. This study emphasizes that although screening and
early detection provide benefits in terms of reducing mortality, yet they create a
significant risk of unnecessary treatment. This is a dilemma that underlies the
requirement of selective treatment approach. Estimates show that 50% of men who
have PC diagnosed on the basis of screening would not have any clinical symptoms
of PC during their lifetime [16]. To avoid excessive treatment of patients with not an
aggressive tumor, life expectancy and clinical manifestations, such as tumor stage,
PSA level, and biopsy Gleason should be taken into account [9]. Currently,
histopathological analysis of biopsy material obtained by transrectal ultrasonography
in check is performed on a Gleason scale. This leads to an underestimation of the
aggressiveness of the tumor in 26%-41% of biopsy samples compared with samples
obtained at prostatectomy [17-20].

There is evidence that screening for PC by PSA serum levels reduces mortality
from this disease, but this has a side effect — a high level of false-positive diagnoses.
The fraction of false-positives ranged from 3.3 to 12.1% in one round, and 12.5% of
men had at least one false positive result for three rounds [21]. Also indicated is that
digital rectal examination, transrectal ultrasound and PSA are limited as screening
tests due to-their lack of sensitivity, specificity and in efficiency costs [11, 22, 23].

PC, hyperplasia, and prostate inflammation are characterized by varying degrees of

Inter collegas. — 2015. — 1 (2).



98
elevated PSA levels [24-26]. The growth rate in serum PSA during the year before

diagnosis (PSA speed), as shown in a number of researches, is significantly
associated with the time of recurrence, cancer-specific mortality [27-29], and external
beam radiotherapy [30]. In addition, conventional ultrasound, which is used for
biopsy guidance, 1 snot accurate enough for biopsy even in the Doppler mode [31].
Contrast-enhanced transrectal ultrasound is more sensitive for the detection of
malignant cells in the prostate without significant loss of specificity [32].

Researched were CT signs such as uneven edge of the prostate and obliteration
of the angle between the prostate and neighboring seminal vesicles. It became
apparent that CT data is neither sufficiently sensitive nor specific for the detection of
tumor sprouting, compared to what is needed for making therapeutic decisions. MRI
definitely has better contrast and spatial resolution than CT [33]. Many comparisons
of MRI features and pathological findings are published, and the literature contains a
number of MRI features for detection of extra capsular distribution tumors [34-42].

In a large study, E. Kuligowska et al. [43] determined the accuracy of PC
detection by means of: (a) gray and color Doppler transrectal ultrasound, (b)
excessive levels of PSA in blood serum, and (c) six fold transrectal biopsy under
ultrasound control. There also was a relationship between angiogenesis in the tumor
and biological activity of the tumor assessed by means of ultrasound data. Gray scale
ultrasound images found 41.1% of cancer cases, while color Doppler ultrasound
imaging revealed additional 15.8% (56.9% total) cases. By using biopsy 56.8% of
cancer cases were found, while a six fold biopsy revealed 43.2% more cancer cases
(100% total). Tumor hypervascularization that was determined by color Doppler
ultrasonography correlates with biological aggressiveness of tumors. PSA level was
normal in 30.5% of patients with PC. The authors concluded that gray scale
transrectal ultrasound even in combination with color Doppler ultrasound is
insufficient for PC screening, so biopsy should always be accompanied by a selection
of six biopsy samples.

Anatomical and metabolic prostate mapping with MR spectroscopy make it

possible to optimize treatment planning (expectant management, surgery, or
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radiotherapy- intensity-modulated or brachytherapy), and, therefore, to further

expand the role of MRI in achieving a truly individual approach to the patient
management [44].

M. McNaughton-Collins et al. [11] studied the effect of pelvic irradiation on
the serum PSA. Patients received irradiation at a total dose of 50.4 Gy or more (1.8
Gy per fraction) and 25.0 Gy with fractions of 5.0 Gy. Rapid rise in PSA level was
found during the first 3 weeks (up to 3.7-fold increase compared to the initial). At the
end of treatment PSA level was almost no different from the initial, and later declined
to 77%.

Thus, it can be noted that at present there are real possibilities to confidently
enough differentiate the cases where a radical medical aid to the patient is needed and
where either only minimal therapeutic support or even just regular periodic
examinations and consultations would suffice. Methods of the disease treatment vary
widely from observation without intervention to a very aggressive surgery or
radiation therapy, which is currently available in several variants. There is much
debate regarding the best or most acceptable treatment for different stages of the
disease.

Management options are numerous. A recent study of the primary treatment
received by 11,892 men with newly diagnosed PC showed that in approximately 7%
of cases active surveillance was elected, 50% — radical prostatectomy, 12% —
external beam radiation therapy (RT), 13% — brachytherapy, 4% — cryoablation,
and 14% — androgen deprivation therapy [45]. Other treatments, such as high-
intensity focused ultrasound and photodynamic therapy are also becoming
increasingly available. Continuous improvement and refinancing of these treatment
strategies, along with the trend towards early detection and reduction in PC stage at
diagnosis led to a 99% relative survival at 5 years after diagnosis [5]. However, some
patients showed recurrence of the tumor, which is often suspected based on digital
rectal examination or PSA levels increase. MRI may play an important role in the
evaluation of these patients. The choice of treatment depends on several factors,

including the probability of accurate diagnosis of PC, the degree of histological
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aggressiveness of the tumor, the age and overall health, including co-morbidities, as

well as the expected results and possible side effects associated with different forms
of treatment [46-48].

The optimal treatment for men with PC remains controversial for several
reasons. First, the possibility of setting an accurate diagnosis, so that imaging cannot
always identify metastatic PC. Second, the Gleason grade, which is one of the most
important factors predicting disease progression, is subjective and depends on the
interpretation of the present biopsy material by pathologist [49]. Third, screening for
PC based on PSA is not always certain. Fourth, an important consideration in the
choice of treatments given is the quality of life [50, 51]. Finally, given that most
patients with PC are men of advanced age, aging population makes it important to
carefully examine the results of treatment, so that they can have a very significant
impact on the overall health of the population. In this sense, the use of large
databases is extremely valuable and powerful resource for epidemiological studies
because the general population is more heterogeneous compared with hospitals or
centers of observational studies [52].

L.M. Franks [6] evaluated the results of a waiting strategy with selective
delayed intervention and using the definition of PSA progression or histological signs
as indications for early treatment of clinically localized PC. Active surveillance for
localized PC of low degree of aggressiveness may reduce the risk of over-treatment
of clinically insignificant tumors, while preserving the possibility of definitive
therapy for those patients who are transferred over time into the category of high risk.

There are several treatment options for localized PC: radical prostatectomy,
brachytherapy, external beam radiation therapy, androgen deprivation therapy and
active surveillance [52-55]. E. H. Zhou et al. [52] studied the relationship between
disease specific survival and the four standard methods of treatment (radical
prostatectomy, brachytherapy, external beam radiotherapy, androgen therapy) and
observation without treatment within 6 months after the diagnosis of PC. The study
included 10,179 men aged 65 years and older with prostate cancer cases diagnosed

between 1999 and 2001, and the follow up to 2005. Treatments were clinically
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acceptable treatment options for the disease. It was shown in this population-based

study that radical prostatectomy and brachytherapy is associated with improved
survival of patients.

One of the standard treatments for locally advanced disease is a radical course
of external beam radiotherapy combined with androgenic suppression. Large multi
center randomized trials in Europe [56] and North America [57] showed a high level
of disease-free survival when using this approach.

Brachytherapy alone or combined with external beam radiotherapy has been
widely recognized as a first line treatment for patients with localized prostate cancer
[58-60].

N. Pervez, et al. [61] studied the acute toxicity of intensity modulated radiation
therapy combined with androgen deprivationin patients with high risk PC. The total
local dose was 68 Gy in 25 fractions (2.72 Gy/fraction) for 5 weeks. Irradiated were
prostate and seminal vesicles. Simultaneously, pelvic lymph nodes received 45 Gy in
25 fractions. For the treatment of patients a tomotherapy unit with intensity
modulation was used. Manifestations of acute toxicity were recorded weekly during
treatment and in 3 months at the end. Maximum acute toxicity was as follows: 35%
of patients had grade 2 toxicity of the gastrointestinal tract, 6.67% of patients had
grade 3 and 33.33% grade 2 of the genitourinary toxicity. Three months after
radiotherapy (RT) the toxicity significantly decreased. Therefore, the investigated
mode of combined hormonal and radiation therapy is well tolerated.

C. R. King a. D. S. Kapp [62] consider, that after radical prostatectomy the
actual doses radical irradiation of prostate bed for both adjuvant radiotherapy (ART)
and salvage radiotherapy (SRT) have to be in the range of 60-70 Gy. Greater doses
would potentially achieve significantly greater disease-free tumor control rates. ART
is radiotherapy which is performed in the immediate postoperative setting, and SRT
is performed after a demonstrated in any way (e.g., biochemical) recurrence. ART
and SRT offer the potential for radical treatment after unsuccessful prostatectomy
(PE). Two randomized studies have demonstrated an improvement in disease-free

survival for ART after PE in patients at high risk, defined as pT3 or positive surgical
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margin [63, 64]. The positive role of SRT with biochemical relapse after PE has also

been demonstrated in numerous studies [66, 67]. In two studies of ART, the total
dose to the tumor bed was 60 Gy [64] and 60-64 Gy [65]. For SRT the American
Society of Therapeutic Radiology and Oncology has consensus to recommend high
doses of radiation, at least 64 Gy in the normal fractionation [68]. There is ample
evidence to support dose escalation to 78 Gy for radical RT in localized prostate
tumors [69-73].

However, the results of the many studies have shown that acute rectal reaction
depends on the dose and the degree of manifestations is also linked. Postoperative RT
leads to more acute manifestations of gastrointestinal toxicity than radical RT alone.
For postoperative RT it is wise to use various restrictions in dose [74].

RT and RPE are widely accepted treatments for clinically localized prostate
cancer. Although these methods have comparable results, a large number of patients
who choose RP eventually pass RT [75, 76] either in the adjuvant or salvage form.
Depending on the pathological results (e.g., extra capsular penetration, seminal
vesicles invasion, positive surgical edges) patients undergoing initial primary RPE
may need ART with or without hormone therapy. ART is often administered after
RPE to patients with high risk (e.g., extra capsular penetration, seminal vesicles
invasion, positive surgical edge, high pT or high Gleason grade) and as has been
shown to reduce the risk for metastasis and biochemical recurrence in men with
positive the pathological results of the RPE [76]. In addition, patients who initially
had RPE then may be subjected to SRT through sustainable growth PSA as
biochemical sign of recurrence. The question of whether the RT should be performed
immediately or postpone on term for improving the PSA remains controversial [76,
77]. The choice between these treatments (RT with or without hormone therapy,
primary RPE plus ART) is largely dependent on their adverse effects and benefits for
the patient.

Common side effects of normal tissue as complication of RT include lesions of
the rectum and/or bladder. Both acute and late lesions of the gastrointestinal tract and

urogenital system after high dose RT were documented. Since toxicity may
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eventually become more significant, acute toxicity is an important predictor of late

toxicity. Since toxicity may eventually become more significant, acute toxicity is an
important predictor of late toxicity [78—82]. Acute side effects can be very serious
and lead to interruption of the planned treatment in 10% of patients [83].

Permanent brachytherapy with I-125 and Pd-103 implants at high biologically
effective dose of 200 Gy gives 96.9% local control of PC [84]. One of the important
benefits of permanent implantation of radioactive grains in the tumor is a very
conformal high dose of irradiation to the prostate gland. High doses, as it shown
above, are necessary for malignant tumor eradication and significantly reduce the
likelihood of biochemical (level PSA) recurrence of the tumor [85, 86]. Therefore
various brachytherapy schemes are often used to control tumors in all stages. The
results of treatment are usually evaluated by means of biochemical control [87]. The
problem of using PSA as an endpoint of a positive treatment outcome is that it does
not distinguish between those patients with a systemic recurrence compared to local.
In the past, digital rectal examination was used to assess local control. Currently
accepted is that prostate biopsy is the best method for determining residual or
recurrent local disease [85].

In an editorial in the "Journal of clinical oncology" Anthony Zietman [88] from
Harvard Medical School wrote: «What began as a small crack in the solid concept of
early detection and early treatment for prostate cancer has now widened and spread.
Despite imperfections which limit their interpretation, the recently published
randomized screening trials show there is only a small — or even no — improvement
in survival from early detection over the first 10 years [15, 89]. One trial also showed
that the number of patients (around 50) that must be treated to save one life is
alarmingly high [89]. These data come at a time when medical spending, long
recognized to be beyond the nation’s means, is to be tightened and restructured along
evidence-based guidelines with care being directed preferentially toward areas of
proven benefit. The Institute of Medicine has drawn up national priorities for
comparative effectiveness research, and the management of localized prostate cancer

sits squarely in the first quartile [90]. Indeed, it is the top-ranking oncologic priority.
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A perfect storm of clinical evidence and economic reality has arisen in which

urologists and radiation oncologists need to examine the evidence, examine their
souls, and start to carefully look at every new patient asking, before anything else —
is treatment really needed at all? If it is not, and that will frequently be the answer,
then they must be prepared to lead the patient along the less financially rewarding
and decidedly unglamorous path of active surveillance. The training of resident
doctors has to date been so focused on cure, and the culture of early detection/early
treatment so deeply ingrained, that it is little wonder that this shift in thinking is yet
to reflect itself in everyday practice. What is respectfully acknowledged at major
meetings and in editorials is not, in the daily reality of the clinic, being applied to
patients. Indeed, in the United States, the proportion of men being managed
conservatively has actually been declining [92]. The explanations, as hinted, are
complex and rooted in a conflict between knowledge and belief with disturbing
undertones of economic self-interest. It is time to practice conscience-based

medicine.
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Pejgepar. Maibxe y MOJIOBHMHM XBOPHUX Ha pak MpPOCTaTH, XBOpoOa MpOTiKae
JTOOPOSIKICHO 1 HE 3arpoXkye >KUTTIO. AJle y ACSIKUX MAIl€HTIB MyXJIUHU OYyBalOTh 3
arpeCUBHUMU MPOSBAMHU 1 MOXKYTh MPU3BECTH 10 CMEPTLAKILO HE JIKYIOThCS. Takum
YHHOM, Hapasl CTaBUTbCs MpoljemMa MpOTrHO3yBaTH XapakTep ii mepediry. Lle mactp
MO>KJIMBICTh 3alI00ITTH MapHOTO TSKKOTO JIIKYBaHHS y BUIAJKaX, KOJIU y OUIBIIOCTI
XBOpHUX MyXJIHHY MOXXHA KOHTPOJIOBATH MIHIMAJIbHUM TEParleBTUYHUM BTPYUYaHHSIM
a00 HaBITh BECTH XBOPOIO JIMIIE i PETYJSIPHUM IarHOCTUYHUM KOHTPOJIEM.
Hapasi icHyOTh peajgbHI MOMXJIMBOCTI JOCTAaTHbO BIIEBHEHO Au(EpEeHIIIOBATH
BUMAJKA 3aXBOPIOBaHHS, KOJM HE O00XigHA paJuKalbHa JIIKyBajdbHa JIOIOMOTra
XBOPOMY BiJ] THX, [0 MOTPEOYIOTh a00 MiHIMAJIbHY TE€pareBTUYHY MIATPUMKY, a00 kK
JUIIE PEryspHUN TEeplOAUYHUN OrJIsA] 1 KOHCYJbTAIlllo. Alle Te, II0 3 MOBaror
BHU3HAHO HA BEJIMKUX HapaJax Ta B PENAKLIMHMX CTATTSIX, HE CTAJIO MOBCIKIACHHOIO
KIIHIYHOIO peaibHICcTIO. [losCHEHHs € CKIaAHUM 1 i€ KOpPIHHAM y KOHQJIIKT MK
3HaHHAM 1 BIpOIO 3 TPUBOXKHHMM BIJITIHKOM €KOHOMIUHHUX 1HTepeciB. HacrtaB wac
MEAMIIMHU, 3aCHOBAHOI HAa CYMJIIHHI.

Kurouosi ciioBa: pak npocratu, BeICHHS XBOPOT0, CyMIIIHHAa MEAUIIMHA
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Pedepar. [IpuMepHO y OJIOBUHBI 3a00JIEBIITUX PAKOM MPOCTATHI O0JIE3HBb MPOTEKAET
T00OpPOKAYECTBEHHO M HE YrpokaeT *u3HH. HO y HEKOTOpHIX MAIMEHTOB OMYXOJIb
MMEET arpecCMBHOE TEYEHUE M MOXKET MNPUBECTHU K CMEPTH, €CJIH HE JICUUTh.
CrnenoBaTeNibHO, HBIHE TPOOJIEeMa COCTOUT B TMPOTHO3HPOBAHUM XapaKTepa
3a00eBaHusA. JTO JaeT BO3MOXKHOCTh H30€XKaTh JUIsi OOJBIIMHCTBA OOJBHBIX
TSXKKOTO JICUCHHS, KOHTPOJIUPYS OMYyXOJIb TOJIbKO MUHUMAJIbHBIMU CPEJICTBAMHU, UITU
nake Beas OOJBHOTO JIMIB TOJ PETyJIsSpHBIM aKTUBHBIM HaOmroaeHueMm. HbiHe
CYILLIECTBYIOT BO3MOKHOCTH JOCTaTOYHO YBEPEHHO Au(depeHIupoBaTh Cilydau
3a00JIeBaHMs, KOT/Ia JICHCTBUTEIIBHO HE 00XOJMMa pajuKalbHas jJedeOHas MOMOIIb
00JBHOMY, OT T€X, KOIJIa Hy)KHAa MUHUMAaJbHas TEpareBTUYECKas MOJAEp>KKa U
JlakKe BCETO JIMIIb PETYJIIPHOE MEPUOANYECKOe 00CIeI0BaHNE U KOHCYIbTalluU. TeM
HE MEHee, TO, 4YTO MNPU3HAHO Ha IIUPOKHUX COBEIIAHUSAX CIIEIIUATUCTOB H B
PENAKIMOHHBIX CTAaThsIX, HE CTAJ0 IIUPOKOW KIMHUYECKOM pealbHOCThIO. Haitu
OOBSCHEHHE OSTOMY SIBJICHHUIO CJOXXKHO, M YXOJUT OHO KOPHSMH, BEPOSATHO, B
KOH(DJIUKT MEXTy 3HAHUEM M BEPOM C TPEBOXKHBIM OTTEHKOM 3KOHOMHYECKHUX
uHrepecoB. [Ipuiiio BpeMs MeAUIIMHBI COBECTH.

KioueBbie cjioBa: pak mpocTaThl, BeACHHE OOJHHOTO, OCHOBaHHAs Ha COBECTHU
MEJIUIINHA.
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