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INTRODUCTION. 

As regards its frequency, there is a general agreement among the Authors tha the prostate carcinoma is the second malignant tumour of the men, comprising approximately 29% of all the cancers. It is estimated that in 1999 in the USA they have been diagnosed 180,000 new cases of prostate tumour (1) (V. http://www.semeioticabiofisica.it, Practical Applications). In the greater part of the patients, unfortunately, the tumour is too extended at the moment of the diagnosis, when, that is, the known, classic symptomatology described in academic books is present: dysuria, difficulty to emptying the urinary bladder, haematuria, pain at the level of the lumbar region or the flank, pollakiuria. 

In fact, only the malignant tumours still contained inside of the gland are potentially curable surgically, with the x-ray, the brachiterapy (radioactive needles in the prostatic parenchyma), HIFU (high-intensity-focused-ultrasound) and the RITA (radiofrequency interstitial tumour ablation), while other prostate tumours, even with invasion of its capsule, are not recognized by every therapeutic measure currently available. 

Staging is defined the classification of tumour extension, on which depend the type and the success of the therapy. In other words, an accurate staging avoids useless assessments and not harmful therapies when, otherwise avoidable complications (pain, impotence, incontinence), anxiety of the patient, NHS expensive costs, etc. (1). 

For a long time, it is in use the system of staging founded on the assessment of the tumour, lymphatic nodes and metastasis (TNM), i.e., based on the quantification of the local, regional spread of the cancer. Aiming to  a usefull prognosis,  I suggest a clinical type of staging, which could allow an evaluation of tumour biological behaviour, because the natural history of the prostate cancer is remarkably variable from case to case, like every doctor knows.

 In fact, beside patients who die from prostate tumour, others patients live many years and die from different causes: system TNM is not in a position to allowing a differentiation in these cases, because it is of biological nature. As a consequence, it is necessary to perform a staging that comprises information on the extension of the cancer, on the staging, according to Gleason, on the biological activity, information obtained by means of the biopsy and markers biological of progression, so as to unify the prognostic assessments and the local place-regional extension of disease (2, 3). 

In this article, I examine the present staging of the prostate cancer, before illustrating the clinical contribution of the Biophysical Semeiotics to the individuation of the subjects with "real risk", the early diagnosis, the staging and the therapeutic monitoring. 

SCREENING OF POPULATION: A CONTROVERSIAL PROBLEM. 

The principal scope of all searches on the cancer and its therapy is that one to prevent that the patients die for this disease. The death for tumour in general and in particular for prostate cancer can be diminished through three main measures: the reduction of the risk by means of opportune diet, etimologically speaking (4,5), the early diagnosis and the improvement of the therapies. Surely, an essential contribution could be offered from the screening of mass, currently bases of the measurement of the PSA, argument between the most discussed and controversial in the medical community. 

In fact, there is a wide variety of opinions regarding this topic, that they go from the supporters of the employment of the PSA on wide scale to those who think it of the all contraindicated one, supplying solid reasonings to demonstration that the procedure is not scientifically untenable, of excessive expenditure, a.s.o. 

In my opinion, a clarification and a general agreement on such as point could derive from the "change of paradigms", revolutionary and copernican, consequent to the acceptance of oncological terrain (V: http://www.semeioticabiofisica.it), that it take part to characterize, quickly and clinical, the individuals to "real" risk and to quantify the risk. Through the objective reduction of the number of subjects to examine and classifying those with "oncological real risk" based on the presence and the intensity of the oncological terrain (conditio sine not of tumour) (6 here, 7) is possible to put into effect all rigorously diagnostic measures at the moment to our disposition, respecting both the ethical aspect and economic-social one. 

STAGING OF PROSTATE CANCER.

 In discussing a staging, at least critically, we must pay attention on the possibility to employ a model based on parameters that concur to determine the probability of a pathological stage and prognosticates after the treatment. In fact, a precise staging can improve the different treatments, as a result of one appropriated selection of the diseased ones. Many methodical tests and procedures allow the staging of the tumour of the prostate: digital exploration of the rectum, PSA, density of PSA (PSAD), prostate biopsy, molecular staging (the PCR-PSA), density to microvasculare, endorectale NMR, pelvic TC, TC-guided for the linfonode biopsy, monoclonal specific antibodies, bony scintigraphy, staging of limphonode pelvic and the dosage of biomarkers (these last ones is not illustrates here for space reasons also). Isolatedly  considered, nobody of these examinations, however, it can be in a position to supplying an accurate appraisal of disease staging.

 In truth, in approximately 49% of the patients with localized pathology, the disease is extended beyond the border of the prostate and, therefore, the patient are not pefectly evaluated. An identical lack of precision introduces the patients in treatment already, e.g., in radiating therapy.

 We examine as follows the present state of staging procedures. 

RECTAL DIGITAL EXPLORATION. 

The digital rectal exploration them (EDR) is an important instrument, but its usefullness as method of identification appears limited because is observer-dependent and, moreover, it allows to recognize exclusively "palpable" tumours. The EDR under-assesses approximately 50% of the tumours extra-capsular and 14% prostate carcinomas localized but with involvement of the vescicole (8). Beside that, 17% of the tumours in C stage are over-estimated, while 40% of the cancers are not diagnosed many (localized and not palpable (T1c, tumours of the transition zone). Neverthless, the EDR is not expensive, usual in the common objective examination, and accordingly is considered as the initial state of staging (8). 

PROSTATIC SPECIFIC ANTIGEN

It is estimated that 50% of the men with value of PSA < 4 ng/mL, during surgical treatment, show intracapsular cancer; when PSA raises to > 10 ng/mL probability of malignancy increases to 70-80% (9, 10).    

Unfortunately, 60 % of the cases with localized prostatic cancer have an intermediate value, between the 4 ng/mL to 10 ng/mL, for which the PSA alone it introduces a value limited in the staging. 

FREE PSA And TOTAL.

 Recently it has been a sure interest in the comparisons of free relationship PSA and total to the ends of the staging of the prostate tumour. The data of the literature suggest that the percentage of the free PSA in the serum is predictive in the moment in which the values of the PSA total they do not supply information on tumourous aggressiveness (11). Still more recently, however, other studies have shown one lack of usefullness of the free PSA in the stadiazione of the prostatico cancer. 

PSA DENSITY. 

In the appraisal of the prostatico tumour it has been at the same time employed to the dosage of the PSA the transrettale echography, in order to calculate the density of PSA (PSAD): PSA calculated in ng/mL/volume. Numerous authors have ascertained that a value < 0,35 was associated with 90 % of malignancy jet located whitin the gland margins, whereas 66 % of all patients showing  greater value presented cancer advanced on the other side of gland borders (12, 13). 

The real value of such as procedure is particularly compromised by the unperfect echographic evaluation of pratate volume. Recently has been suggested that PSAD is not the ideal tool in efficacious recognizing intracapsular tumours, distinguishing them from extracapsular ones (14).
POLIMERASE CHAIN REACTION. 

The PCR is a powerful instrument that uses smallest amount of DNA for studying details. PCR-transcriptasi-inverse (the RT-PCR) employs the complementary conversion of mRNA to DNA (DNA), followed from the amplification of the DNA, product to the ends of the analysis. The prostatic cells express elevated amount of mRNA for the PSA. The RT-PCR can evidence prostatic cells outside of the gland or circulating, localized in lymphonodes and/or the bony marrow of many patients with prostate cancer. The percentage of cases in which in the peripheral blood prostatic cells varied from 0% to 88% are demonstrated; for the identification of prostatic tissue, the RT-PCR appears more reliable of the immunoistochimical investigation in patients with lymphonode metastases. There is not agreement between the AA. on the possibility to establish or less the invasion to capsular membrane based on the pathological data of RT-PCR (15, 16). In spite of the enthusiasms it begins them, corroborated also from sophisticated methods of PCR (oligonucleotidi primers specific for the human PSA), studies succeeded to have not confirmed the usefullness of surveying in the staging of routine of the prostatic tumour because not always the demonstration of prostatic cells circulating is correlated to the presence of metastasis (17). Beside that, the staging based on the PCR has supplied data erroneously in excess: in approximately 25% of the patients with initial tumour has given positive results and independently from the other prognostic factors, generally admitted (18). At the moment, the value of the PSA identification with the PCR must be still established. In a near future we will know also its usefullness in the routine employment and not only in particular conditions

TRANSRETTAL ECHOGRAPHY.

 The data of the literature attribute to transrectal echography (TRUS) a variable accuracy for how much concern the staging of prostate cancer. Although some studies have indicated the possibility to recognize with this procedure extra-capsular cancers in approximately 92% of the cases, other researchers report single, clearly inferior percentages of 62% (16, 19, 20). Numerous are the advantages of the TRUS: diagnosis of tumours that escape to the EDR; invasion of the vescicole seeds, quantification of the tumoral volume, guides to the biopsy, calculation of the PSAD. 

However, date depend from the observer and the numerous false-positive  made uncertain  consequences of the presence of iso- or iper-echogen tumours. Its accuracy is considered of 64%, with one specificity of the 88% and one variable sensibility between 59 % and 87 % in the staging of the tumour of the prostate. At the moment the TRUS is executed like examination begins them and indispensable procedure in order to guide biopsy (21). 

PROSTATE CT. 

The accuracy of the CT in the staging of the prostatic cancer is light greater (61%) of that clinician. Much variable one is considered also the sensibility of the CT in recognizing the lymphnodes involved by malignancy (25% - 93%), specificity (85% - 100%) and accuracy (77% - 93%) (22, 23, 24, 25). 

In conclusion, also because of the high costs the employed CT is today not applied in the staging the tumour of the prostate. 

NUCLEAR MAGNETIC RESONANCE.

 The NMR, in association to other data (age, PSA, degree of Gleason) raises the accuracy of the stadiazione of the tumour of the prostate from 0,55 to 0,73 (26). On the base of it turns out you of a particularly refined study, lead with endorettale NMR, Getty and coll. they concluded that the methodical one was taken care of for the local stadiazione of prostatico cancer (26). 

PSMA ANTIBODIES MARK. 

The prostate specific membrane antigen (PSMA) is a transmembrane glycoprotein that represents the base for a possible initial diagnosis associated to the PSA and metastasis. The lymphonodes, involved by malignant cells, are characterized by hot spots in this test. From immunoscintigrafic studies in order to assess eventual metastases, it turns out that the sensibility has been of 60%; the methodical one appears promising and its role in the staging of the prostatic cancer will be established in future (27). Today we can say that if appears fundamental the PSA, best in its shapes free and total and in their relationship, the dosage of the PSMA is introduced like an interesting biomarker, since draft of a closely associated membrane glycoprotein with the prostatic adeno-carcinomas, especially those of high degree of differentiation, associated to physiological levels of PSA. 

In other words, the association of the dosages of both markers would favor the location of the false-negative patients if compared to the dosage of the PSA. In fact, the PSMA comes independently expressed from the regulation of PSA (28). 

BONY SCINTIGRAFIA. 

The bony scintigraphy is a  componente of present staging of prostate cancer. In fact, in last years, 23% resulted normal from radiological traditional surveying view-point, really showed metastasis in the scintigraphy. An expensive disadvantage of this method is represented from the high sensibility, the fact to be specific and from the necessity of the radiological confirmation for the positive cases (false-negative equal to 8%). Interestingly, it does not appear that AA have reported that the probability of a positive result of the scintigraphy was extremely low if the level of the PSA were inferior to 20 ng/mL (29, 30). According to the same Authors, if the level of the  PSA were inferior to 15 ng/mL, the scintigraphycal result appeared normal. 

In the personal experience we have observed pathological data also with PSA value inferior to those indicated, but in presence of a high (6-7) index of Gleason.. (V. Avanti). However, because of the elevated sensibility of the method, many useless "alarms" have been provoked and faced successfully with the data of the Biophysical Semeiotics. 

SYSTEMATIC BIOPSY. 

The systematic biopsy consists in the withdrawal of money of champions from several the fields of the gland under the guide of the echography, included the apex, the medium part and the base of the prostate. Similar a methodical one concurs to obtain information on the bilaterality of the tumour, the extension extra-capsulare and the possibility to save the nerves. They are given to us in literature that suggests that in 42 % of tumours it localizes to you in a single lobe with the EDR was interested also the other lobe, where the ematico level of PSA appears more elevated: 27,7 ng/mL ± 28,1 ng/mL vs 14,2 ng/mL ± 16,7 ng/mL (31). It turns out much probable one that patients with controlaterale biopsy negative and circumscribed, localized concrete tumour, the dimensions are modest and better turns out you of the surgery, especially following a procedure that saves nerve (31). 

ASSESSMENT Of THE TUMOUR AND PREDICTION OF EXTRA-CAPSULAR EXTENSION. 

The prognosis of the patient involved by prostate cancer is correlated with the volume of the tumour. In fact, when the volume is 12 cc the tumour is not operabile because of the local extension and of lymphonode metastases (29), while the tumours with volume 10 sec. are mainly associated with favorable prognosis, On the contrary, in the subjects with "oncological risk", in those with tumour "in situ" and naturally when the cancer is present or already advanced, independently from the gravity, the GH-induced microcirculatory activation is of type II, dissociated, in which intense oscillations of the type Highest Spikes are observable (intensity 1,5 cm.) in the vasomotility, with phase AL + PL of 8 sec., while the analogous and successive oscillations of the vasomotion are of minimal intensity (0,5 cm.), with phase AL + PL  5 sec. ca. ("particularly opened" DEB: middleureteral reflex with 20 duration sec. and closing 6 sec. (NN = 8 sec.), included the sign of Massucco, the malignità is reduced. To the contrary, the "microcircolatorio lack of balance" with its extension to all the gland, evidences the high degree of malignità of the tumour. Finally, the appraisal of the antibody synthesis to local level of MALT is truly rich of information (37, 38): the pressure over the inferior and inner part of the fossa iliaca of right and left (center of lymphonodes of the prostate region) provokes to the acute anticorpale syndrome (tl 3 sec.) whose intensity is revealed from the entity of the tl of the nonspecific glare gastric, from its duration and finally from the CGt. In by now a long experience, the Biophysical Semeiotics in "the clinical" stadiazione of the prostatico cancer has been revealed truly reliable.

MICROVASCULAR DENSITY. 

Notoriously the malignant transformation is generally associated with intense vascular neoformation, secondary to the infuence of angiogenetic factors, representing a sign of tumoural severity (36). When it is associated to the degree of Gleason and the blood level of PSA, the microvascular density appears an interesting parameter of the tumorour extension. Beside that it has been recently taken in consideration the relationship arteriole-small arteries and capillary within the tumour, demonstrating that the greater capillary absence represents a sign, I prognosticate unfavorable from clinical view-point. To this aspect we will return once again, because it is fundamental from our microangiological, clinical diagnostic point of view of the prostate cancer. For reasons of space, and pratical ones, we do not examine new prognostic markers, that play some role in the staging of prostate tumour, but whose efficaciousness remains still to assess. 

STAGING OF PROSTATIC CANCER ACCORDING TO GLEASON.

 On thin slices of neoplastic prostatic tissue seen in the microscope, one observes the elements of "scale" or classification of the cancer: today the most used is the model of Gleason, from the name of its discoverer. The classification system is not the only one, however, but that more commonly used and deserving one short illustration in order better to comprise , then, the biophysical-semeiotic contribution. It is based on the architectonic model of the tumoural tissue and on the ability to the malignant cells to structure itself in a similar way to the normal tissue. The term differentiation emphasizes this ability and the experience has demonstrated that greater it is the better degree of differentiation is the prognosis, that is the biological behavior is more close to that one of the normal cells, demonstrating a tumour aggressiveness not elevated. 

The principle is simple and is based on the microscopical observation of various enlargements, proceeding from degree 1 to the 5, without to hide the importance of the role carried out from the pathologist with its experience. Gleason has designed a simplified diagram that illustrates the passage from degree 1 to degree 5, through the impairement of the cellular architecture and it is subdivided from four vertical lines to signal the different types of tumour, on the base of the data of a study that included 2.900 patients. 

Regarding our discussion interest, is sufficient to know that the first two degrees seem like the normal prostate: glands that grow the ones near the others, a compact mass in degree 1 with pale glands, while slightly more distanced in degree 2, in which doctor observes also one invasion of the glands in the surrounding muscular tissue. Degree 3, more frequent, is considered very differentiated, like the former two, because the cells encircle the lumen apparing as normal glands, within which the prostatic secretion; the cells, moreover, are encircled from a muscular stroma that separates the gland. 

In contrast with the previous degrees, the invasion of the stroma is present and the cells are not pales but dark. 

Degree 4 is probably the more interesting one for its frequency and its presence, for how much circumscribed, even if, indicating a prognosis not always worse. Integrity of the normal gland unit has lost for the first time. We can compare the attempt to form gland aspects to large branches, detacheing themselves from the tree (very differentiated) proceeding in directions. The aspects of degree 4 can be various and deceptive; in determining it, the experience of the pathologist plays a pivotal role. Degree 5 of Gleason is important representing a futher advance in the aggressiveness. It is not found early in biopsies. Like in the previous one, the aspects can be different, characterized by the insufficient ability to form glandular-like structures. Many nuclei on microscopical examination, are observed: the tumour is not differentiated. As far as the "sum" of the Gleason, the lowest is "2" (1 + 1), in which it is the primary model and that secondary one is of degree 1. We speak about degree "5" (2 + 3) when the primary model is of 2 type and that secondary one of type "3". Analogously, the sum of Gleason "7" and "10" in relation with the present models in the microscopical slices is defined. In order to summarize, how more low is the sum of Gleason, the best one will be the prognosis of the tumour, although the general principles not always are suitable to the single cases.

BIOPHYSICAL-SEMEIOTIC DIAGNOSIS OF PROSTATIC CANCER, EVEN INITIAL: ONCOLOGICAL REAL RISK AND MASSUCCO’S SIGN.

 The prostate cancer for a long time remains asymptomatic, in the sense that is present only  the “real risk” of cancer, always very localized to one (or more) precise area(s) of the gland. This explains, on one side, the difficulty that doctor meets, if he does not know Biophysical Semeiotics, of course, in its diagnosis and, on the other side, the urgent necessity to know this physical method who allows doctor to recognize the tumour, starting from its begins, i.e, in apparently healthy individuals, as prostate lesions are concerned, that is, without clinical prostatic phenomenology. 

In other words, clinician perceives the necessity of an easy method, of queek bed-side application, usable of ruotine in the course of common physical examination and of fast execution, that in objective way allows him to recognize bed-side an initial malignancy or "silent" and favorably to estimate quantitatively the “real oncological risk”, that represents the maximum goal of all semeiotics, instrumental or physical in nature.

 These requirement are fully reached with the aid of the Biophysical Semeiotics, applied to prostate cancer, that would have, therefore, to be employed of ruotine in the objective physical examination in all individuals of male sex and especially in those above 50-year of age, who must undergo to medical examination because of whatever disorderes, aiming to exclude or to evidence a malignant tumour of the prostate, in very initial phase, as described later on(6).

 In truth, the highest aim, reached with such as original physical semeiotics, has been the descovery and the quantization of the “real risk” of prostate tumour and not only of this tissue (6, 37-40). In fact, we must consider that the efficaious, expensive, sophysticated semeiotics, realized thanks to the advanced technology, they are requested for, and used in symptomatic individuals or to examine only some subjects, but not always in correct way - according to what I am suggesting - that is to say, in absence of oncological terrain and real oncological risk. 

To the beginning of the third millenium no sophisticated symptomatology alone allows to recognize and to quantify this singular situation of the psico-neuro-endocrine-of immunity system and the eventual subsequent oncological risk, neither of the prostate neither of other biological systems.

The new physical semeiotics, permitting to observe clinical microcirculatory data and giving biological-molecular information, in an objective way, and the data offered from the diseased individuals through the anamnesis - we speak about biophysical-semeiotic signs and not of symptoms – allows doctor to recognize or, at least, to suspect a prostate tumour and, consequently, to demand surveying of the advances technologies, including biopsy, expensive and of limited application, in rational way in selected patients, with favorable repercussions on the effectiveness of the treatment, and on NHS expense, than it never does not have to be forgotten. 

On the contrary, recognized and estimated quantitatively “real”  oncological risk, even in an asymptomatic subject, the doctor has the duty to follow “clinically” in the time to come the diseased subject, because no sophisticated semeiotics is able, today, to corroborate or to falsify one similar bed-side diagnosis. 

The diagnostic process, in CAEMH-positive individuals (Congenital Acidosic Enzyme-Metabolic Histangiopathy = the digital pressure over the right hemisphere provokes, after 6 sec. a larger aspecific gastric reflex than that one observes during identical manoeuvre applied on the left hemisphere, where the lt is of 7 sec.), begins with the search of the oncological terrain (as described in previous articles (6, 37-40) (See above-cited site http://www.semeioticabiofisica.it and Bibliography). The oncological terrain is assessed in numerous ways, different for refinement and difficulty: for instance, if the subject closes the eyes, the duration of spleen, kidneys, pancreas, decongestion, in healthy, lasts 30 sec. precisely (= Melatonin secretion). 

On the contrary, in presence of oncological terrain the duration of this sign appears < 30 sec, correlated with oncological risk seriousness (Tab.3). Oncological Terrain, a particula pathological condition of psycho-neuro-endocrinal-immune system, must be allways “quantifyied”, under stress tests like the “complete” RESHS, since in initial stages only such as sensibilisation manouvres permit doctor to recognize the disorder: Restano’s manoeuvre, A or B type, allways positive (6, 37-40) (See above-cited site).

At this point, to localize the possible neoplasm, in ith every stage, proved to be reliable simulated urination test, which notoriously brings about aspecific gastric reflex (Fig. 1) in all diseases of urinary apparatus; in such case, however, it follows after latency time of 3-6 sec. tonic Gastric Contraction (t GC): typical sign present also in oncological “real risk” as well as in “in situ” malignancy, which ca persist unchange even for the patient’s life, and recognize otherwise only by prostate biopsy. Both lt (inversely) and tGC intensity (directly) are related to seriousness and extension of prostate disorder.
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Fig.1

The figure indicates the precise location of the bel-piece of stethoscope and the centripetal parallel lines  on which doctor must apply the digital percussion,  directed and  delicate, with a finger, in order to determine the cutaneous projection of a short segment of the great gastric curvature, unavoidable in order to assess  the aspecific Gastric Reflex, illustrated  in the figure as well as  the tonic Gastric Contraction (tGC).

             To this point, one proceeds with the trigger-points stimulation of the prostate lobes, right and left (in absence of the medium lobe, of course), at the level of XII thoracic dermatomere of both sides, in practical, to the two sides of the pubic sinfisis and at different height: in case of malignant tumour, even  initial, the lasting cutaneous pintching provokes, firstly, the nonspecific gastric reflex after tl of 8 sec. (= “real risk of cancer) or < 8 sec. (= initial cancer phase) clearly it depends on  the stage of the cancer; duration ( 4 sec. (NN < 4 sec.) and, in a second, successive time, the tGC - local autoimmune syndrome - accompanied by colecyst contraction and spleen decongestion: Massucco’ Sign. 
The sign shows a "quantitative" value: the paramater values are correlated with the severity of the tumour. In this condition the prostatic-caecal reflex (expansion of the caecum) and - coledocic show pathological, identical parameters similar to those reported above, regarding the nonspecific prostatic-gastric reflex.

 As far as the first one is concerned, in fact, lt is ( 8 sec. (NN = 8 sec.), duration ( 4 sec. (NN = 4 sec.) and differentiated latency time 2-3 sec. or fractal dimension (NN = 3,81).

 On the contrary, the coledocic reflex duration of disappearing is longer than that physiological (NN = 3 sec.) during the test of the apnea. 

Present and useful for the diagnosis of prostate cancer, like of all the other malignant tumours, are the syndrome of the circulating immunocomplexes and, obviously, that one of the acute antibody synthesis, absent typically in the center of the extra-capsular prostate, analogously to how one observes in case of disorders of whatever center of the MALT.

 Only apparently contradicts this statement the Variant Acute Benign Polimialgia Reumatica, in how the BALT center of the "suffering" is, in truth, hyperfunctioning, consequence of the abolition of the antibody synthesis brought about by flu virus (39, 40). 

The biophysical-semeiotic preconditioning of the prostate (= repetition of the evaluation of the different prameter values after exactly 5 sec. from the end of the basel assessment) appears of remarkable interest in recognizing the prostatic oncological “real risk” and in the initial stages of the cancer, wherein it clearly results pathological: in healthy, the values increase significantly, while they remain the same (= real risk) or get worse (= cancer) in relation to the seriousness of underlying disease. 

Clinical-Microangiological data play a fundamental role in the diagnosis of oncological “real risk” as well as of prostate cancer, characterized by local microcirculatory activation, type II, dissociated, where vasomotility of the prostatic microcirculatory bed of the extra-capsular is highly increased, while the vasomotion phase AL + PL is either jet normal, i.e., of 6 sec. (in the former) or pathological of 4-5 sec. (in the later), as we observe in the case of  the microcirculatory blood-flow centralization.

In other wordes, basal tissue oxygenation is normal (in the former) or depressed (in the later: prostate cancer): “microcirculatory blood-flow centralization” (6, 37-40) (Fig. 2).
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Fig.2

In the figure, the fluctuations of upper (vasomotility) and lower (vasomotion)  ureteral reflexes, in healthy,  are geometrically illustrated during the light  stimulation of the prostatic trigger-points, which  allows to evaluate  prostatic vasomotion in a  quantitative way, described in the text.

In order to evidence the prostatic vasomotion, doctor must proceede as follows: with the subject to examine in supine position and psycophysically relaxed  (closed eyes), the cutaneous, "light", and persistent pintching, at the level of the XII dermatomere (I lumbar, for examining "the inner" prostate) of right and left provokes the known fluctuations of the ureteral reflexes, upper, middle and inferior. The third upper of ureter (= small arteries and arterioles) oscillate in intense way (intensity of 1,5 cm.) with duration of the phase AL + PL of 8 sec., fD < 2 (fractal dimension). 

By contrast, the oscillations of lower ureteral third (nutritional capillaries and post-capillary venules) are minimal and identical (intensity of 0,5 cm.) showing AL + PL of 4-5 sec. and fractal Dimension of 1 (Tab. 3)
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Fig. 3

The figure graphically illustrates the behaviour of the upper  (arterioles and small arteries, according to Hammersen), lower (capillary and venule) and middle (DEB) ureteral reflexes in the tumoural microcirculation.
                   In the present article the interesting behaviour of the medium ureterale reflex is not discussed, because I described it elsewhere in detailed way (6, 37-39), that informs on both structure and function of the of Endoarteriolar Blocking  Devices (DEB), before and second station, technically speaking.

	TERRENO ONCOLOGICO                                                   PRESENTE  ED  INTENSO

	ICAEM-(                                                                                PRESENTE  ED  INTENSA

	SISRI “COMPLETA”        nelle fasi iniziali utilizzare i test di sensibilizzazione

	TEST DELLA MINZIONE SIMULATA                                 POSITIVA E INTENSA

	SEGNO DI MASSUCCO                                                      POSITIVO (caratteristico)

	RIFLESSO PROSTATICO-GASTRICO ASPECIFICO        POSITIVO E PATOLOGICO

	RIFLESSO PROSTATICO-CIECALE                                    POSITIVO E PATOLOGICO

	RIFLESSO PROSTATICO-COLEDOCICO                          POSITIVO E PATOLOGICO

	PRECONDIZIONAMENTO PROSTATICO                         PATOLOGICO

	ATTIVAVAZIONE MICROCIRCOLATORIA DISSOCIATA O TIPO II


Tab. 31

Explanation in the article.
BIOPHYSICAL-SEMEIOTIC DIAGNOSIS OF "IN SITU" PROSTATIC CANCER. 

In the cancer initial stage, i.e., "in situ", appears of remarkable usefullness the evaluation of the ureteral fluctuations  (trajectories), described above, at the base phase as well as after the endogenous stimulation of GH, by means of digital “mean” pressure applied on the cutaneous projection area of GH-RH neuronal center, for the duration of 15-20 sec. (Practically, by means of digital pressure applied 2 cm. upon outer auditory meatus). 

In fact, in "in situ" prostate cancer, the parameters of the vasomotion appear to be strongly pathological, due to the increased GH, caused by doctor after the above-described manoeuvre.

 On the contrary, in healthy, this test provokes interesting and favorable microcirculatory modifications: both vasomotility and vasomotion become more intense raising to 7-8 sec. or more in their phase AL + PL, because of the microcirculatory activation associated, type I, in the prostatic histangium  (Fig.4).
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Fig 4

Associated microcirculatory activation, type I.

 In other words, under such as condition, the tissue oxygenation increases significantly: the latence time of the aspecific prostate-gastric reflex raises from 8 sec. to 12 sec. To the contrary, in the subjects  with oncological “real risk”, in those patients with tumour "in situ" and naturally when the cancer is present or already advanced, independently from its stages, the GH-induced microcirculatory activation is of type II, dissociated, wherein intense oscillations of the type Highest Spikes (intensity 1,5 cm.) are observable exclusively in the vasomotility, showing phase AL + PL of 8-9 sec., while analogous and successive oscillations of the vasomotion present minimal intensity (0,5 cm.), with phase AL + PL of 5 sec. ("particularly opened" DEB: medium ureteral reflex > 20 duration sec. and closing time < 6 sec.) : la conseguenza è la grave compromissione della microcircolazione locale GH-indotta, alla base del particolare comportamento patologico dei riflessi in queste condizioni patologiche: prostatic-aspecific gastric reflex latency time, lt, as basal value < 8 sec., appears further lowered  in the second evaluation.

Analogously to GH, acute insulin secretion pick test (lasting cutaneous pintching on the right or left  hypocondrium for 15 sec.) brings about prostate micorcirculatory pathological reaction (abnormality) exclusively either at the level of prostatic area at “risk” of cancer or in the prostate lobe involved by malignancy, of course.

As a consequence, such as test, based on the increase of blood level of endogenous insuline, proved to be really usefull in early bed-side diagnosing as well as staging prostate cancer, as allows me to state a 48-year-long clinical experience.

Among these two parameter values of microcirculatory activation, GH- and insulin-dependent, there are  a lot of  “intermediate” stages, where the increased activity of vasomotility (AL + PL 7-8 sec.) succeds in providing normal basal blood-flow among capillaries and venules to prostatic parenchima: in the vasomotion AL + PL is 6 sec.

In conclusion, if all biophysical semeiotic data summerized in Tab.3, particularly Massucco’ sign, are present in a subject, aged over 50 years, doctor is authorized to diagnose a prostate cancer. All other numerous biophysical-semeiotic signs of both inflammation and malignancy are present in such as condition.
At this point, let’s examine briefly the pivotal role played by Biophysical Semeiotics in prostate cancer “clinical” staging. 

Firstly, cancer can be properly localized in one lobe, or both, as shown by the cutaneous stimulation of related trigger-points.

Secondly, if “inner” prostate is also involved, the stimulation of specific trigger-points (I lumbar dermatomere: in practice, groin skin), causes the known pathological reflexes, described above. In fact, we must remember also the possible presence of prostate calcifications, recognized bed-side by means of typical gastric, and ureteral, “lithiasic” reflex, which reaches its highest value, and immediately lowers itself of 1/3,  characteristically.

In case of microcirculatory activation, type II, dissociated,  with intense vasomotility, but not compromised or slightly altered vasomotion, and tissue pH not exceptionally lowered (reflex lt  7 sec.; NN = 8 sec.), included Massucco’s sign, malignancy aggressiveness is reduced. 

On the contrary, the “microcirculatory failure” of the entire gland, underscores the high degree of tumour aggressivess. 

Finally, the assessment of the local antibody synthesis is truly rich of information (37, 38): the pressure over the inferior and inner part of the iliac fossa, of right  and left side (center of lymphonodes correlated with prostate) provokes the acute antibody syndrome (aspecific gastric reflex tl: 3 sec.), whose intensity is notoriously revealed by the entity of the aspecific gastric reflex lt, by its duration and finally by the CGt.

 In my  48-year-long clinical experience, Biophysical Semeiotics proved to be truly reliable in diagnosing and  "clinical" staging of prostate cancer.
* Massucco’s Sign: in memory of my friend Amedeo Massucco MD, estimated general practitioner of Sestri Levante.
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