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Sirs,  

I think that because congenital functional acidosic mitochondrial cytopathology is overlooked--a 

"conditio sine qua non" of the most frequent and dangerous human disorders, including 

osteoporosis and malignancies--this research is fundamentally biased. That is, it does not consider 

the existence or assess the seriousness as well as the location of Congenital Acidosic Enzyme-

Metabolic Histangiopathy, conditio sine qua non of Oncological Terrain (1-4). In fact, e.g., "The 

phenotype is associated with decreased expression of Phex, an endopeptidase regulating bone 

mineralization. This defect is probably not mediated by RSK2- dependent phosphorylation of c-Fos 

on serine 362 in the C-terminus", autors say, and continue "However, in the absence of RSK2, c-

Fos–dependent osteosarcoma formation is impaired. The lack of c-Fos phosphorylation leads to 

reduced c-Fos protein levels, which are thought to be responsible for decreased proliferation and 

increased apoptosis of transformed osteoblasts". However, malignancy can occur exclusively in 

individuals involved by Oncological Terrain! In addition, for instance, both environmental risk 

factors and every drug, including vitamin K in newborn infants, suggested as a risk factor for 

leukaemia in children, "could" influence some human biological functions and/or bring about 
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different disorders, such as cancers, exclusively in relation to both the presence and intensity of 

CAEMH in a well-defined biological system. Apart from the well- known negative influence of oral 

contraceptive use on breast oncogenesis (3,4) and/or arterial disorders we have to consider the 

importance of the genetic predisposition ("Oncological Terrain",See also 

www.semeioticabiofisica.it), as far as the onset of a lot of disorders is concerned, including solid as 

well as liquid malignancies, such as osteosarcoma. At this point, I would emphasise the well-known 

pathological powerful influence of a lot of substances, as smoking, on tissue oxygen supply to all 

biological systems (3, 4). This effect varies notoriously in prevalence and intensity among 

individuals in relation to the above- mentioned congenital functional mitochondrial cytopathology, 

i.e. Congenital Acidosic Enzyme-Metabolic Histangiopathy (1, 2, 3). Such as "silent" and 

dangerous action is easy to evaluate at the bed-side with the aid of a stethoscope. I suggest first 

investigating (i.e., before whatever research) the presence and intensity of CAEMH in the "tested" 

population, and soon thereafter assessing prevalence and intensity of the "Oncological Terrain", 

which always develops on the basis of the above-mentioned congenital cytopathology, and finally 

the "oncological "real risk" in a well-defined biologica system (1-4). In fact, without this 

characteristic alteration of psycho-neuro-endocrine-immunological system, associated to 

"oncological "real risk", oncogenesis is not possible. As a consequence, the importance of the 

above-mentioned congenital factor should not be overlooked, particularly when we assess a 

"possible" role in oncogenesis, eg., of whatever growth factor.  
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Sirs,  

I think that because congenital functional acidosic mitochondrial cytopathology is overlooked--a 

"conditio sine qua non" of the most frequent and dangerous human disorders, including 

osteoporosis and malignancies--this research is fundamentally biased. That is, it does not consider 

the existence or assess the seriousness as well as the location of Congenital Acidosic Enzyme-

Metabolic Histangiopathy, conditio sine qua non of Oncological Terrain (1-4). In fact, e.g., "The 

phenotype is associated with decreased expression of Phex, an endopeptidase regulating bone 

mineralization. This defect is probably not mediated by RSK2- dependent phosphorylation of c-Fos 

on serine 362 in the C-terminus", autors say, and continue "However, in the absence of RSK2, c-

Fos–dependent osteosarcoma formation is impaired. The lack of c-Fos phosphorylation leads to 

reduced c-Fos protein levels, which are thought to be responsible for decreased proliferation and 

increased apoptosis of transformed osteoblasts". However, malignancy can occur exclusively in 

individuals involved by Oncological Terrain! In addition, for instance, both environmental risk 

factors and every drug, including vitamin K in newborn infants, suggested as a risk factor for 

leukaemia in children, "could" influence some human biological functions and/or bring about 

different disorders, such as cancers, exclusively in relation to both the presence and intensity of 

CAEMH in a well-defined biological system. Apart from the well- known negative influence of oral 

contraceptive use on breast oncogenesis (3,4) and/or arterial disorders we have to consider the 

importance of the genetic predisposition ("Oncological Terrain",See also 

www.semeioticabiofisica.it), as far as the onset of a lot of disorders is concerned, including solid as 

well as liquid malignancies, such as osteosarcoma. At this point, I would emphasise the well-known 

pathological powerful influence of a lot of substances, as smoking, on tissue oxygen supply to all 

biological systems (3, 4). This effect varies notoriously in prevalence and intensity among 

individuals in relation to the above- mentioned congenital functional mitochondrial cytopathology, 

i.e. Congenital Acidosic Enzyme-Metabolic Histangiopathy (1, 2, 3). Such as "silent" and 

dangerous action is easy to evaluate at the bed-side with the aid of a stethoscope. I suggest first 

investigating (i.e., before whatever research) the presence and intensity of CAEMH in the "tested" 

population, and soon thereafter assessing prevalence and intensity of the "Oncological Terrain", 

which always develops on the basis of the above-mentioned congenital cytopathology, and finally 

the "oncological "real risk" in a well-defined biologica system (1-4). In fact, without this 

characteristic alteration of psycho-neuro-endocrine-immunological system, associated to 

"oncological "real risk", oncogenesis is not possible. As a consequence, the importance of the 

above-mentioned congenital factor should not be overlooked, particularly when we assess a 

"possible" role in oncogenesis, eg., of whatever growth factor.  
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