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Summary Presented is a two-stage hypothesis of carcinogenesis based on: (1) plasma membrane defects that
produce abnormal electron and proton efflux; and (2) electrical uncoupling of cells through loss of intercellular
communication. These changes can be induced by a wide variety of stimuli including chemical carcinogens,
oncoviruses, inherited and/or acquired genetic defects, and epigenetic abnormalities. The resulting loss of
electron/proton homeostasis leads to decreased transmembrane potential, electrical microenvironment alterations,
decreased extracellular pH, and increased intracellular pH. This produces a positive feedback loop to enhance and
sustain the proton/electron efflux and loss of intercellular communication. Low transmembrane potential is functionally
related to rapid cell cycling, changes in membrane structure, and malignancy. Intracellular alkalinization affects a
variety of pH-sensitive systems including glycolysis, DNA synthesis, DNA transcription and DNA repair, and promotes
genetic instability, accounting for the accumulation of genetic defects seen in malignancy. The abnormal
microenvironment results in the selective survival and proliferation of malignant cells at the expense of contiguous
normal cell populations.

INTRODUCTION
Despite advances in molecular genetics and identification
of various oncogenes and tumor-suppressor genes, no
consistent pattern of genetic or epigenetic defects have
been found in all tumors (1,2). Indeed, genotypic and
phenotypic instability is a fundamental observation in
cancer (3).
Notwithstanding this cellular heterogeneity, malignancies uniformly possess common traits. They are
morphologically and functionally more primitive than
the tissue of origin, exhibit increased growth rate, invade
normal tissue, metastasize, and preferentially derive
energy from glycolysis. These common traits must represent critical, interrelated parameters necessary for the
development of cancer. For example, neoplastic invasion
may be linked to excess tumor acid production at the
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advancing tumor edge (4,5). These new insights suggest
reconsideration of the role of the cell–environment interaction in developing and maintaining the malignant
phenotype and focus attention on the critical structure in
this interaction – the cell membrane.
In general, the role of non-DNA cellular elements in
carcinogenesis has received little attention. However, in
hybrid studies, non-nuclear cellular elements can propagate malignant phenotype in the absence of transmitted
nuclear genetic material. Indeed, it has been shown that
fusion of cytoplasts from malignant cells with karyoplasts
of normal cells resulted in a 97% incidence of tumors,
while the opposite combination (normal cytoplasts and
malignant karyoplasts) yielded 0% tumors (6). Thus,
Prehn has proposed that genetic changes in malignancy
are secondary phenomena caused by rapid proliferation
and loss of self-correcting mechanisms rather than the
primary events in carcinogenesis (7).
In this paper, we propose a model of carcinogenesis
based on abnormalities of the plasma membrane, loss
of electron and proton homeostasis, and reversion to a
glycolytic state. This establishes a self-sustaining microenvironment that is favorable for tumor cell proliferation
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and invasion. DNA abnormalities are considered contributory or secondary phenomena.
We demonstrate that this membrane-based model of
carcinogenesis is simple, complete, and consistent with
existing data. The hypothesis yields predictions which
are testable both in vitro and in vivo.
ELECTRON HOMEOSTASIS
A role for the plasma membrane in carcinogenesis has
been proposed previously. In 1971, Cone postulated a
functional relationship between transmembrane potential
and mitotic activity in general, including both normal
proliferative activity (e.g. growth, wound healing) and
malignancy (8). Specifically, he proposed that cells with a
high transmembrane potential (Em) demonstrated virtual
absence of mitotic activity, while cells with a low Em
showed greatly increased proliferation. His observations
included: (1) high Em among cell types that exhibit low
mitotic activity (e.g. muscle, neurons); (2) markedly decreased Em among mitotically active cells, especially in
transformed and malignant cells; (3) adaptation of cells
in culture to a low Em that persists or progresses with
proliferation and transformation of those cells; and (4)
morphologic membrane changes during adaptation to
culture and diminishing Em that result in dissociation of
tissue into individual cells similar to the decreased cell
adhesion seen in malignancy. He proposed that low Em
resulted in steric alterations of the membrane, affecting
the activity of membrane-bound proteins, subsequently
affecting DNA and protein synthesis and altering metabolic pathways. Of particular note, he discussed the
possibility that similar structural alterations could occur
in the mitochondrial membrane, affecting oxidative
phosphorylation.
Beech later proposed another theory (9) based on
one or more of three mechanisms acting at the plasma
membrane: (1) oxidation of molecules at the extracellular
surface; (2) chronic, persistent electron impingement at
the extracellular surface; (3) relocation of basic molecules
to the cytoplasmic surface causing attraction of acidic
molecules to the extracellular surface via electrostatic
forces. The result of these mechanisms is increased
electronegativity of the extracellular surface. Since the
cytoplasmic surface is negative with respect to the extracellular side, this results in a decrease in Em (the absolute
transmembrane potential), consistent with Cone’s theory
and supported by other data (10–14). Incorporated into
this theory were a variety of carcinogenic stimuli including chronic injury, asbestos, viruses, ionizing radiation, and chemical carcinogens, all of which resulted in
an increase in extracellular surface electronegativity (or
decrease in Em). He proposed that these changes were
carcinogenic via conformational changes in the cell
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membrane (15), enhanced lateral diffusion of membrane
molecules (16–18), and alteration of membrane-cytoskeleton attachments. Ultimately, these changes lead to
molecular movements of polyamines, other basic molecules and dissociation of histones from DNA and then to
mitosis. Interestingly, it was proposed that transmission
of the malignant phenotype was not through passage of
altered membrane components or DNA abnormalities,
but from the persistent presence of the carcinogenic
stimulus acting upon daughter cells.
However, the mechanism by which these changes
become persistent and heritable and their precise role
in malignant transformation are unclear. Our hypothesis
proposes electron and proton flow across the cell membrane as the critical factor in this development of the
transformed phenotype.
Intracellular electron flow exists as the basis for the
electrochemical proton gradient in oxidative phosphorylation. Recently, a transplasma membrane electron transport system has been demonstrated. Though the purpose
and structure of this system has yet to be determined,
transmembrane electron flow likely contributes to Em
via alterations of surface electrostatic charge, which has
been proposed as a parameter in mathematical models
of Em origin and magnitude (19). The result of electron
efflux is increased electronegativity of the extracellular
surface and an absolute decrease in Em.
Transplasma membrane electron transport is coupled
to the Na+/H+ antiport and electron efflux is associated
with proton efflux, decreasing external pH, and increased
intracellular pH (20,21). Several studies show involvement of membrane electron transport in regulation of
growth (22–24). Mitogens stimulate the electron transport system in the range of concentration that causes
proliferation in culture and associated increased proton
efflux (25). The Ha-ras oncoprotein stimulates electron
transport in Ha-ras transformed cells with increased
proton release (26). Conversely, inhibition of electron
transport by a membrane impermeable chelator is associated with inhibition of DNA synthesis in transformed
cells (27).
The nature of cellular electron movement outside of
transport systems is poorly understood, though several
theories have been proposed, including semiconduction
along proteins and macromolecules (28,29) and quantummechanical electron tunnelling (30). Passage of electrons
through actin (a major cytoskeleton component) produces ionic currents. Thus, cytoskeletal structures can
behave as electrical ‘wires’ and are capable of functioning
as nonlinear inhomogeneous transmission lines (31).
A variety of intercellular junctions exist that could
participate in intercellular electron flow, including
anchoring junctions (actin filaments, intermediate filaments) and communicating junctions (gap junctions).
© 1999 Harcourt Brace & Co. Ltd
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Gap junctions possess much lower electrical resistance
than nonjunctional plasma membrane (32).
HYPOTHESIS: CARCINOGENESIS AND THE
PLASMA MEMBRANE
Given clear evidence for an intracellular electron transport chain for energy production, transplasma membrane
electron flow, electrically conducting cytoskeletal elements, and electrical coupling of cells within organs, we
propose that cells must maintain electron homeostasis.
The resulting electron steady state and associated H+
transport strongly affect the transmembrane potential
and determine the functional and mitotic activity of the
cell. In a given cell, steady-state electron homeostasis is
based upon: (1) the supply of electrons from energy
sources and inflow via intercellular (e.g. gap junctions,
adherens junctions) and extracellular matrix contact
points; and (2) electron outflow via these same contact
points and transplasma membrane transport or efflux.
We postulate the primary defect in carcinogenesis to
be an architectural, organizational, and/or compositional
change in the plasma membrane that results in loss
of electron homeostasis, with a net depletion from the
intracellular steady-state. Such changes could occur
in response to a variety of stimuli including chemical
carcinogens, viruses, and chronic microenvironmental
changes such as chronic cellular injury or local acidosis.
Inherited or acquired genetic abnormalities and epigenetic defects could cause, predispose to, or augment
plasma membrane aberrations by affecting integral,
peripheral, or amphitropic membrane proteins.
Loss of electron homeostasis will lead to a malignant
phenotype if two conditions are met: (1) persistent,
heritable electron/proton efflux; and (2) intercellular
electrical uncoupling. For analytic purposes, these steps
may be understood in the context of the generally
accepted ‘initiation/promotion’ tumor model, to establish
clearly defined steps for testing and verification.
In our model, initiation is characterized by a persistent,
heritable increased transplasma membrane efflux of
electrons and protons. This may result from several
mechanisms: conformational changes in membranebound proteins affecting transport systems and/or semiconduction; changes in membrane fluidity; and phase
transitions (crystalline vs liquid crystalline) that alter the
intrinsic electron ‘conductivity’ of the plasma membrane
(33). The coupling of the Na+/ H+ antiport with electron
transport results in simultaneous increase in proton efflux.
Transmission of such membrane abnormalities to
daughter cells may be based on several mechanisms.
Since each progeny receives one half of the already
altered plasma membrane, donated architecture can
affect newly integrated membrane components via inter© 1999 Harcourt Brace & Co. Ltd
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molecular associations (33). Genetic (inherited and/or acquired) defects involving membrane-associated proteins
would be transmitted by transcription. Transmissible
epigenetic phenomena include altered phosphorylation
and dephosphorylation cascades of both protein and lipid
membrane components. Persistent microenvironment
accumulation of chemical carcinogens, persistent local
pH changes, and persistent negative extracellular surface
charge could maintain membrane architectures promoting electron/proton efflux. Such mechanisms may be
self-sustaining or self-promoting when resulting electrical
and pH changes contribute to or promote stabilization
of induced membrane abnormalities. Despite the persistently altered electron and proton flow, these initiated
cells are not tumorigenic due to intact feedback loops
that include other membrane pumps and intercellular
contact points such as gap junctions which will maintain
electron homeostasis and intracellular pH.
In our model, tumor promotion corresponds to loss
of negative feedback mechanisms. A cell with increased
electron efflux could maintain electron homeostasis and
remain untransformed through electrical coupling with
adjacent normal cells via gap junctions. Disruption of the
negative feedback loop provided by intercellular communication combined with persistent electron/proton loss
would result in progressive intracellular electron and
proton depletion.
Increased electron efflux results in accumulation of
negative charge on the extracellular surface, causing an
absolute decrease in Em and stimulation of the Na+/H+
antiport. Because it is a 1:1 exchange, this is an electrically neutral pump, but the ratio of protons released as
compared to electrons is high. This causes a decrease
in extracellular pH and increase in cytoplasmic pH in
malignant cells (34,35). Since H+ ions pass freely through
gap junctions, such intracellular pH changes could not
be sustained without functional gap junction loss.
The resulting intracellular electron and proton deficit
could interfere with oxidative phosphorylation by altering
the cumulative redox state of respiratory chain electron
carriers. A more oxidized state resulting from net intracellular electron deficit could result in lower electron
transfer rates and diminished energy production per unit
time and lead to increasing glycolytic metabolism to meet
cellular energy requirements. The associated intracellular
proton deficiency could compromise the electrochemical
proton gradient of oxidative phosphorylation via a reduction of total proton-motive force generated by mitochondrial inner membrane potential and altered local
pH gradients (36). Additionally, several key rate-limiting
enzymes in aerobic glycolysis are known to be pH sensitive (37), suggesting that intracellular and extracellular
pH changes may be regulatory factors in the transition
from aerobic to anaerobic glycolysis.
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The reversion to a sustained glycolytic state and stimulated Na+/H+ antiport causes continuous and persistent
acidification of the immediate extracellular space, functioning as a positive feedback loop. Low extracellular
pH further decreases gap junctional intercellular communication (38), contributing to additional electrical
uncoupling.
Diminished transmembrane potential and increased
intracellular pH are linked with malignant transformation. Transmembrane potential increases when normal
cells come in contact with each other, suggesting possible
involvement in contact inhibition (8). Tumor cells do not
undergo this change, presumably because of absent or
incomplete electrical coupling (39). Aberrant gap junctional intercellular communication is seen in most tumor
cells; transformed phenotypes are suppressed when transformed cells are placed in physical contact with intact gap
junctions of normal cells (40).
Increased intracellular pH is associated with increased
glycolysis, DNA synthesis, transcription, and microtubule
assembly (41). Insertion of a gene for the yeast plasma
membrane H+-ATPase into fibroblasts results in continuous proton efflux, intracellular alkalinization, and
malignant transformation (42).
The direct correlation of specific genes (e.g. retinoblastoma) and the statistical association of some genetic
defects with malignancy clearly indicate a significant
genetic role in cancer. Since DNA only codes for protein
synthesis (as opposed to lipids), our hypothesis predicts
that genetic defects predisposing to malignancy must
result in protein-induced changes at the membrane level,
causing architectural changes that lead to electron/
proton efflux and loss of electron and pH homeostasis.
To our knowledge, very little is known about the nature
of such protein interactions. However, the DCC gene has
been identified as a tumor-suppressor gene in colorectal
cancer, which is frequently lost during carcinogenesis
(43). Sequencing studies of the DCC protein suggest that
it is a cell adhesion protein, thus acting at the level of the
membrane, and potentially affecting membrane function
and/or intercellular communication.
Alternatively, the retinoblastoma gene can regulate the
transcription and expression of other genes, including
growth-inhibitory (TGFB1) and regulatory cell-cycle (44).
It is postulated that such proposed oncogenes could
alter the expression of genes responsible for integral, peripheral, and amphitropic proteins, affecting membrane
architecture and function.
For example, in vitro studies show gap junction intercellular communication decreased by tumor promoters
(phorbol esters) and the ras oncogene via a mechanism
of phosphorylation and diminished expression and modification of connexins, the protein components of the
junction (45). In this manner, both chemical carcinogens
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and genetic abnormalities can alter the expression of
another gene and affect electron homeostasis via electrical uncoupling. Oncogenes have also been shown to
alter the activity of NADH oxidase, which can transfer
electrons across the membrane, thereby affecting
electron efflux (46).
Loss of electron homeostasis and pH changes can alter
epigenetic and self-correcting mechanisms, accounting
for the genetic instability and accumulation of genetic
defects seen in malignancy. For example, lowering extracellular pH of irradiated cells causes inhibition of DNA
repair (47). It is postulated that such effects are based
upon inhibition of pH-dependent DNA repair enzymes
and the induction of DNA misrepair. This may serve as
a positive feedback loop if these resultant protein abnormalities affect the membrane and lead to further
increased electron/proton efflux. Genetic defects may also
accumulate due to rapid cell cycling causing decreased
time spent in Go, with most of the cell’s energy and time
spent in replication and not DNA repair. The end result
is the evolution of morphologically heterogeneous cell
populations competing in an abnormal microenvironment.
Based on competitive growth advantages, a dominant
single cell line would emerge as a malignancy of ‘single
cell origin’.
Mathematical modeling and experimental data show
that an acidic microenvironment results in the selective
survival and proliferation of malignant cells and the
death of contiguous normal cell populations (48). The
proposed pH changes related to stimulation of transplasma membrane electron transport and proton efflux
support such a theory and provide a basis for persistent
microenvironmental conditions conducive to tumor cell
survival at the expense of normal cell populations.

PREDICTIONS AND THERAPEUTIC
IMPLICATIONS
There are testable predictions to determine the validity
of our hypothesis, based upon the individual conceptual components of the model. The following testable
predictions are made:
1. The transmembrane electron transport system
contributes significantly to the low transmembrane
potential seen in cells lacking normal homeostatic
mechanisms. Thus, stimulation of the electron
transport system in uncoupled cells will result in a
decrease in absolute Em, while stimulation of the
electron transport system in cells with intact
intercellular communication will demonstrate
significantly less or no change in Em due to intact
feedback loops.
2. Under similar microenvironmental conditions,
© 1999 Harcourt Brace & Co. Ltd
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3.

4.

5.
6.

electron and proton efflux in transformed or
malignant cells will be greater than that seen in their
derivative cells (e.g. hepatocellular carcinoma cell vs
hepatocyte)
Preventive strategies that promote electrical coupling
of cells will modulate development of the malignant
phenotype. For example, carotenoids have been
presumed to have anticancer action based on
statistical analysis of some cancer rates. In vivo
studies show carotenoids inhibit neoplastic
transformation in the post-initiation phase of
carcinogenesis via modification of gene expression
and upregulation of gap junctions (49).
Blockage of the Na+/H+ antiport (e.g. drugs, gene
therapy) will reduce the development, viability and
invasiveness of transformed cells (4). Studies have
already shown that amiloride, a Na+/H+ antiport
blocking agent, can inhibit the development of
induced colon tumors in rats (50). Other strategies to
alkalinize the extracellular microenvironment will
have a similar effect.
Agents that uncouple the electron transport system
from the Na+/H+ antiport will have antitumor activity.
Interruption or blockage of the electron transport
system in malignant cells will reduce tumor viability
and kill tumor cells. Some established chemotherapeutic agents may be acting at the level of the
plasma membrane. Adriamycin inhibits the
transplasma membrane electron transport system
and, when conjugated with diferric transferrin
(blocking transfer to the nucleus), has been shown to
act specifically at the plasma membrane. The
adriamycin conjugate is ten-fold more inhibitory than
an equivalent concentration of adriamycin alone (51).

SUMMARY
The critical components of the hypothesis of membranebased carcinogenesis are as follows:
1. A wide variety of agents (e.g. carcinogens,
oncoviruses, inherited and/or acquired genetic
defects, epigenetic abnormalities) act at the level of
the plasma membrane to cause architectural,
organizational or compositional alterations that result
in a heritable, persistent increased efflux of electrons
and protons across the membrane.
2. Such ‘initiated’ cells are not transformed in the
presence of intact feedback loops which include
intercellular communication (metabolic and
electrical).
3. ‘Promotion’ involves the loss of these feedback
mechanisms via intercellular uncoupling by either
primary agents (e.g. genetic mutations, epigenetic
© 1999 Harcourt Brace & Co. Ltd
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abnormalities, oncoviruses, carcinogens) or
microenvironmental phenomena (e.g. decreased
extracellular pH, chronic inflammation, wounding).
These initiation and promotion steps lead to a
progressive intracellular electron/proton deficiency,
decrease in extracellular pH and increase in
intracellular pH.
Increased intracellular pH is associated with
glycolysis, altered gene expression, and altered gene
repair, which promotes genetic instability and the
accumulation of genetic defects seen in malignancy.
Some of these genetic defects may serve to further
destabilize the membrane or interfere with
intercellular communication, acting as a positive
feedback loop.
Low extracellular pH results in the selective survival
of malignant cells at the expense of contiguous
normal cells and also serves as a positive feedback
loop by its negative effect on intercellular
communication.
These changes result in morphologically
heterogenous cell populations. Based on competitive
growth advantages in an abnormal
microenvironment, a single cell line emerges to
develop into a malignant tumor.

REFERENCES
1. Sainsbury J. R., Nicholson S., Angus B., Farndon J. R., Malcolm
A. J., Harris A. L. Epidermal growth factor receptor status of
histological sub-types of breast cancer. Br J Cancer 1988;
58(4): 458–460.
2. Cho K., Vogelstein B. Genetic alterations in the adenoma–
carcinoma sequence. Cancer 1992; 70: 1727–1731.
3. Heppner G. Perspectives in cancer research: tumor
heterogeneity. Cancer Res 1984; 44: 2259–2265.
4. Gatenby R. The potential role of transformation-induced
metabolic changes in tumor-host interaction. Cancer Res 1995;
55(18): 4151–4156.
5. Martinez S., Geijo E., Sanchez-Vives M. V., Puelles L., Gallego R.
Reduced junctional permeability at interrhombomeric
boundaries. Development 1992; 116(4):1069–1076.
6. Israel B., Schaeffer W. Cytoplasmic mediation of malignancy. In
Vitro Cell Devel Biol 1988; 24(5): 487–490.
7. Prehn R. Cancers beget mutations versus mutations beget
cancers. Cancer Res 1994; 54: 5296–5300.
8. Cone D. Unified theory on the basic mechanism of normal
mitotic control and oncogenesis. J Theor Biol 1971;
30: 151–181.
9. Beech J. A theory of carcinogenesis based on an analysis of the
effects of carcinogens. Med Hypotheses 1987; 24: 265–286.
10. Tokuoka S., Morioka H. The membrane potential of the human
cancer and related cells. Gann 1957; 48: 353.
11. Jamakosmanovic A., Loewenstein W. Intercellular
communication and tissue growth III thyroid cancer. J Cell Biol
1968; 38: 556.
12. Philo R., Eddy A. The membrane potential of mouse ascites cells
studied with fluorescent probe 3,3′-dipropyldicarbocyanine.
Biochem J 1978; 174: 801.

Medical Hypotheses (1999) 52(5), 367–372

372

Stern et al.

13. Balitsky K., Shuba E. Resting potential of malignant tumor cells.
Acta Unio Intl Contra Cancrum 1984; 20: 1391.
14. Mikkelsen R., Koch B. Thermosensitivity of the membrane
potential of normal and Simian 40 virus transformed hamster
lymphocytes. Cancer Res 1981; 41: 208.
15. Ohyashiki T., Mohri T. Effect of ionic strength on the membrane
fluidity of rabbit intestinal brush-border membranes. Biochem
Biophys Acta 1983; 731: 312.
16. Nicholson G. Transmembrane control of the receptors on
normal and tumor cells. I. Cytoplasmic influence over cell
components. Biochim Biophys Acta 1976; 457: 57.
17. Nicholson G. The interactions of lectins with animal cell
surfaces. Int Rev Cytol 1974; 39: 89.
18. Almers W., Stirling C. Distribution of transport proteins over
animal cell membranes. J Membr Biol 1984; 77: 169.
19. Stanton M. Origin and magnitude of transmembrane resting
potential of living cells. Phil Trans R Soc Lond 1983; B 301: 85.
20. Crane F. L., Sun I. L., Barr R., Low H. Electron and proton
transport across the plasma membrane. J Bioenerg Biomemb
1991; 23(5): 773–803.
21. Sun E., Lawrence J., Morre D. M. et al. Proton release from HeLa
cells and alkinization of cytoplasm induced by diferric
transferrin or ferricyanide and its inhibition by the
diarylsulfonylurea antitumor drug N-(4-methylphenylsulfonyl)N′-(4-cholorophenyl) urea (LY181984). Biochem Pharm 1995;
50(9): 1461–1468.
22. Sun I. L., Sun E. E., Crane F. L., Morre D. J., Lindgren A., Low H.
Requirement for coenzyme Q in plasma membrane electron
transport. Proc Natl Acad Sci 1992; 89(23): 11126–11130.
23. Sun I. L., Sun E. E., Crane F. L. Stimulation of serum-free cell
proliferation by coenzyme Q. Biochem Biophys Res Commun
1992; 189(1): 8–13.
24. Brightman A. O., Wang J., Miu R. K. et al. A growth factor- and
hormone-stimulated NADH oxidase from rat liver plasma
membrane. Biochem Biophys Acta 1992; 1105(1): 109–117.
25. Sun I. L., Crane F. L., Low H. Bombesin stimulates transplasmamembrane electron transport by Swiss 3T3 cells. Biochem
Biophys Acta 1994; 1221(2): 206–210.
26. Crowe R., Taparowsky E., Crane F. L. Ha-ras stimulates the
transplasma membrane oxidoreductase activity of C3H10T1/2
cells. Biochem Biophys Res Commun 1993; 196(2): 844–850.
27. Alcain F., Low H., Crane F. L. Iron at the cell surface controls
DNA synthesis in CC1 39 cells. Biochem Biophys Res Commun
1994; 203(1): 16–21.
28. Szent-Gyorgyi A. The Living State and Cancer. New York:
Marcel Dekker, 1978; 85.
29. Brillouin L. Giant molecules and semiconductors. In: de
Broglie L. (ed) Wave Mechanics and Molecular Biology. Reading,
MA: Addison-Wesley, 1966.
30. DeVault D. Quantum-mechanical Tunnelling in Biological
Systems, 2nd edn. Cambridge: Cambridge University Press,
1983: 207.
31. Lin E., Cantiello H. A novel method to study the electrodynamic
behavior of actin filaments. Evidence for cable-like properties of
actin. Biophys J 1993; 65(4): 1371–1378.
32. Socolar S., Loewenstein W. Methods for studying transmission
through permeable cell-to-cell junctions. In: Kom E. (ed)
Methods in Membrane Biology, New York: Plenum Press,
1979: 121.

Medical Hypotheses (1999) 52(5), 367–372

33. Kinnunen P. On the principles of functional ordering in
biological membranes. Chem Phys Lipids 1991; 57: 375–399.
34. McCoy C. L., Parkins C. S., Chaplin D. J., Griffiths J. R., Rodrigues
L. M., Stubbs M. The effect of blood flow modification on intraand extracellular pH measured by 31P magnetic resonance
spectroscopy in murine tumours. Br J Cancer 1995;
72(4): 905–911.
35. Stubbs M., Veech R., Griffiths J. Tumor metabolism: the lessons
of magnetic resonance spectroscopy. Adv Enzym Reg 1995;
35: 101–115.
36. Nicholls D. Bioenergetics: An Introduction to the Chemiosmotic
Theory. New York: Academic Press, 1982.
37. Schulz J. Regulation of anaerobic glycolysis in Ehrlich ascites
tumour cells. Acta Biol Med Germ 1977; 36(10): 1379–1391.
38. Ruch R. J., Klaunig J. E., Kerckaert G. A., LeBoeuf R. A.
Modification of gap junctional intercellular communication by
changes in extracellular pH in Syrian hamster embryo cells.
Carcinogenesis 1990; 11(6): 909–913.
39. Binggeli R., Weinstein R. Deficits in elevating membrane
potential of rat fibrosarcoma cells after cell contact. Cancer Res
1985; 45: 235–241.
40. Yamasaki H. Aberrant expression and function of gap
junctions during carcinogenesis. Environ Health Perspect 1991;
93: 191–197.
41. Epel D., Dube F. Intracellular pH and cell proliferation.
In: Leffert H. L., Boynton A. (eds) Control of Animal Cell
Proliferation. New York: Academic Press, 1987: 363–393.
42. Perona R., Serrano R. Increased pH and tumorigenicity of
fibroblasts expressing a yeast proton pump. Nature 1988;
334: 438–440.
43. Schwartz M. Signaling by integrins: implications for
tumorigenesis. Cancer Res 1993; 53: 1503–1506.
44. Horowitz J. Regulation of transcription by the retinoblastoma
protein. Genes Chrom Cancer 1993; 6: 124–131.
45. Brissette J. L., Kumar N. M., Gilula N. B., Dotto G. P. The tumor
promoter 12-O-tetradecanoylphorbal-13-acetate and the ras
oncogene modulate expression and phosphorylation of gap
junction proteins. Mol Cell Biol 1991; 11: 5364–5371.
46. Crane F. L., Sun I. L., Crowe R. A., Alcain F. J., Low H. Coenzyme
Q10, plasma membrane oxidase and growth control. Mol Aspect
Med 1994; 15:(Suppl): 1–11.
47. Jayanth V., Bayne M., Varnes M. Effects of extracellular and
intracellular pH on repair of potentially lethal damage,
chromosome aberrations and DNA double-strand breaks in
irradiated plateau-phase A549 cells. Radiation Res 1994;
139(2): 152–162.
48. Gatenby R. Models of tumor-host interaction as competing
populations: implications for tumor biology and treatment.
J Theor Biol 1995; 176(4): 447–455.
49. Bertram J. Cancer prevention by carotenoids. Mechanistic
studies in cultured cells. Ann NY Acad Sci 1993; 691: 177–191.
50. Tatsuta M., Iishi H., Baba M., Uehara H., Nakaizumi A.
Chemoprevention by amiloride of experimental carcinogenesis
in rat colon induced by azoxymethane. Carcinogenesis 1995;
16(4): 941–942.
51. Sun I. L., Sun E. E., Crane F. L., Morre D. J., Faulk W. P. Inhibition
of transplasma membrane electron transport by transferrinadriamycin conjugates. Biochim Biophys Acta 1992;
1105(1): 84–88.

© 1999 Harcourt Brace & Co. Ltd

