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Compulsory REVISION comments 1) Page 18, line 508 – “long standing hypoxia”. How long is itstanding? It has to be noted that organism is able tocompensate the hypoxic state immediately.

2) Page 18, lines 512-515 – How is it possible to detect theprecancerous stage in the tissue to start the preventivetherapy, in particular oxygen delivery to the cells? How canoxygen be delivered to the precancerous cells? How canselective oxygen delivery be received? What kind oforganism response will be on the exogenous oxygen?

We appreciate so much the pertinent suggestionby the Reviewer and made the required changes.1) It depends on the duration of action andintensity of stress agent. The “long standinghypoxia” is something relative. For example, awoman whose child died will suffer for 10 yearor longer till she will be diagnosed of breastcancer, while a laboratory animal being injectedwith a powerful carcinogen will die from cancerin months. Important is not the quantity but thequality. We were interested in a biochemical andphysiological mechanism to explain whathappened with a cell before becoming malignant.Organisms may compensate hypoxia if the causalagent stops acting. If it is continuously acting,then it is difficult to balance the normalconcentration of oxygen in various tissues aswell as pH.2) It is quite simple: avoiding powerfully stressagents. There is eustress related to adaptivereactions towards environment and distresscaused by stress agents that overpassed theadaptive capacity of the organism. Qualitatively,a person with troubles has to becomeconscientious on the stress. Educations,relaxation, mild life conditions, deepunderstanding of life are thus all important.However, quantitative measures may bepsychological evaluation, blood pressure, carbondioxide in blood, glucose level, iron and copperconcentrations in blood etc. Avoiding stressagents except those that enhance the bodyrésistance (physical exercises, various emotionsin school or job etc may be beneficial for the one'
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3) Author discusses the precancerous state and solid tumorsmetabolism from the position of oxygenation and glycolysis(page 11).He writes: “In solid regions of tumors the most consistentfinding is: a higher glucose utilization rate, a higher lactateproduction, and a higher pH than in the surroundingtissues.70”.But, it is the example with malignant glioma only. It is wellknown that the most solid tumors are characterized byacidic extracellular pH that is lower than pH in surroundingtissues. It is a key feature of solid malignant tumors. Thisposition of author is not correct and needs to be edited.

health.How can oxygen be delivered to theprecancerous cells? Physical exercises, deepbreathing, meditation, yoga etc. But the bestmeasure is to release immediately theoverstressed cells (an old wound, an excrescenceunder medical assistance - please note that weare biochemists and not doctors).3) The reviewer is right (page 11). We correctedthe mistake with " a lower pH". Moreover, thephrase "The acidic extracellular pH that is lowerthan pH in surrounding tissues is a key feature ofsolid malignant tumors." was added.
A paper by Zeng et al (Hypoxia and hypoxiainducible factors in tumor metabolism CancerLett 2014) was cited, and which clarify the issue.
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Minor REVISION comments 1) Fig. 1 – Cancer I and Cancer II – it is not evidently andinformative.

The explanations on the page 5, line 124 and page 7, lines182-193 are not clear.

2) Fig. 3 – it is not clear, it needs to be clarified.3) References- 46. West, J. B. (2012) … It neither is nor clears, to clarify.- 101. The year of publication is absent.

1) Fig. 1 was corrected to be more suggestive.Cancer I and Cancer II were replaced with moreinformative notions. Cancer I changed into:"imbalanced body, suitable environment formalign transformation". Cancer II becomes"isolate neoplastic cells".Done. We reformulate the phrases mentioned.Page 5, line 124: Alveolar ventilation isresponsible for carbon dioxide elimination. Aslight respiratory acidosis results primarilywhen alveolar ventilation is decreased or ifcarbon dioxide production is increased.However, the organism has severalcompensatory systems to minimize a decrease inpH.Page 7, line 182: Changed: The RpHI causes anoxygen crisis and the busiest cells divide fasterand faster under anaerobic conditions. Thepreneoplastic cells thus appeared with becomeneoplastic and then form tumors; these ones andtheir fermentation products can kill the body, ifthey are not surgically or by other meansremoved.Page 7, line 184: " which created a local (in atarget cell or tissue) RpHI " added.Page 7, line 187: " At this stage neoplastic cellsand tumors may be found in the body. " wasadded.2) Fig. 3 was much improved. More and clearerexplanations were given in the legend.3) - 46. West, J. B. (2008) … Corrected.– 101. Corrected: 2011.
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Optional/General comments The material presented in the manuscript is interesting andactual. The idea that respiratory and pH imbalance impacton tumor development was presented. The exploitedliterature data partly confirm author´s idea. At the sametime some there are basic questions that need to be clarified.
1) What does it mean “an early precancerous stage”? Howcan it be identified? It is very important because how will weknow the time to start the preventive therapy?

2) Page 1 (abstract), lines 12-14 and page 18, lines 509-511– It is very simple explanation of cancerogenesis. It needs tobe presented more correctly.

We appreciate so much the appreciations the theReviewer on the manuscript.
Indeed, it is necessary to give more answers toquestions raised.1) We changed to "preneoplastic stage" assuggested by another Reviewer.  It begins as aresult of a stressor, which distresses the body.This one adapts toward normally intensestressors, which strength it.  If the powerfulstress agent will act day, weeks or months, thenthe body is becoming imbalanced andpreneoplastic cells may appear.  Preventivetherapy is already applied, without saying it isagainst cancer.  Long ago, I myself had formonths a wound on a leg that the doctor burnt it.Yet, biopsy was negative.  Divorced women, theywith troubles go to psychologist. Hence, the RpHImay state the idea: "Go for investigation andtreatment when feel that something is wrongwith you not to become cancerous".2) “Carcinogenesis is a process by which normalcells are transformed into cancer cells.” wasadded in Abstract. Moreover, at page 18, lines509-511 a more suitable explanation ofcancerogenesis was given. The phrase“Mutations of certain genes have been identifiedas risk factors for development of certain casesof cancer.” was there added. To be presentedmore correctly, the definition was doubled bysome new references appeared in 2014 and
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3) Page 1 (abstract), line 15 and – How can the overstressedcells be detected in whole organism? How will organismresponse to these cells?

4) page 1 (abstract), line 17 – What does it mean “mostcancer disease”?

2013.3) The overstressed cells can easily be detectedin whole organism, since there are the results ofexperimental tumors. Benzpyren producesinflammation, benign and malign tumors. If ahormone acts continuously then some cells willbegin to multiply in excess. However, finding outof overstressed cells is not important. Importantis to decrease the intensity and period of localstress. RpHI hypothesis shows how normal cellbecomes preneoplastic and then neoplastic. Ahypothesis or a theory cannot by itself heal. Butit can explain our observations. Moreover, asuffering person from stress (no job, troubleswith the job, troubles in family etc) may becomeill and, in time, a simple cold could provoke alung cancer. What about the smokers and thedecrease of lung cancer incidence on abortsmoking? The healing art should change "how todetect and remove a tumor" into "how to avoidbecoming cancerous". RpHI is a natural responseof an organism against stress agents; thehypothesis explains what happens when theadaptive capacity of this organism is overruled.How will organism response to these cells? Thewhole organism reacts against the overstressedcells, and the inflammation is a sign. Therefore, itis better to help the body to remove the stressagent or the conditions that stress the body as awhole or locally.4) The words “most cancer diseases” werereplaced by “cancer incidence” in order to avoidany confusion. In fact, RpHI seems to be involved
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5) Author proposes to use the oxygen delivery as one ofpreventive means. How will oxygen reach “overstressedcells” only? And what kind of response  of organism will beon the exogenous oxygen? Is there selectivity of such effectand what level?

Please clarify ethical issue, if any

in all forms of neoplasm .5) The oxygen delivery could be one ofpreventive means only to improve the organismreaction against stress. Suppose a carcinogenacting on a tissue. Microsomial oxidation usingmolecular oxygen is in charge with itsdegradation and removing. More oxygen isneeded supplied by blood. If the whole body ishypoxic (high blood glucose, lack of physicalexercises, stress, fear etc), then the process ofdegradation takes longer. Moreover, a betteroxygenation of the body will calm the individual.Oxygen will reach not only the “overstressedcells” but all the cells. The exogenous oxygenpenetrates all the tissues but the partial pressureis different from a place to another. However,deep respiration of clear air seems to improveboth the O2 partial pressure around the body andgeneral state of the organism (relaxation, calm,focusing, trust etc).No ethical issue to be clarified.


