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Abstract: As odd as it may seem at first glance, minerals, it is what we are all about. . . or nearly.
Although life on Earth is carbon-based, several other elements present in the planet’s crust are
involved in and often indispensable for functioning of living organisms. Many ions are essential, and
others show supportive and accessory qualities. They are operative in the skin, supporting specific
processes related to the particular situation of this organ at the interface with the environment. Skin
bioenergetics, redox balance, epidermal barrier function, and dermal remodeling are amongst crucial
activities guided by or taking advantage of mineral elements. Skin regenerative processes and skin
ageing can be positively impacted by adequate accessibility, distribution, and balance of inorganic ions.

Keywords: mineral elements; skin physiology; skin functions

1. Introduction

Although the life on Earth is carbon-based, several other elements present in the planet’s
crust are involved in and often indispensable for functioning of the living organisms [1].

Water composes 60 to 70% of the human body. It provides the medium for interaction
of organic and non-organic molecules that constitute our organisms. Interaction with
water is therefore crucial for several life-sustaining functions e.g., absorption of nutrients,
tissue growth and differentiation, or disposal of harmful metabolites. It is thus in ionized
form that minerals get access to cells and tissues and become integrated into the living
matter. In addition to the four bulk organic elements (oxygen, hydrogen, carbon, and
nitrogen) that constitute approximately 95% of the human body weight, seven essential
mineral macroelements (calcium, phosphorus, sodium, potassium, magnesium, sulfur, and
chlorine) are needed for proper functioning of the organism. Several other elements, called
oligoelements, are not less essential but required only in smaller or even trace quantities (Fe,
Cu, Zn, Mn, I, Se. . . ). They all have specific biochemical functions in the human body [2].
As it comes to the relative quantities of a given mineral, the elemental composition of
human skin and its annexes differs in some regards from that of the whole body, e.g.,
prevalence of sulfur-containing keratins in the epidermis, hair, and nails or absence of
the mineralized tissue composed mainly of calcium and phosphorous (Table 1). From
a nutritional point of view, minerals may be subdivided into groups of elements that
represent different daily dietary requirements. Concerning oligoelements, the quantities
are often too minute to be defined as minimal daily intake levels. However, by definition,
their presence is essential for sustaining life processes.

Skin constitutes the dynamic interface between the body and the environment. The
surface of these exchanges approximates two square meters and, by weight, skin ranks
as the heaviest organ of the body. The vascularized dermis, rich in fibrous elements
(collagens and elastin fibers) is the mechanically most consistent part of the skin. It provides
a solid support and is the nutritive source to the overlying epidermal tissue deprived
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of blood vessels [3,4]. The final product of epidermal differentiation, the continuously
renewed horny layer (stratum corneum, SC), forms a relatively impermeable barrier at the
top of the skin. This physical fence is crucial for the organism’s survival in the terrestrial
environment [5,6]. Its formation and functions rely on complex interactions between
structural, chemical, immune, and sensory elements/factors, and interrelate with the
commensal flora at the skin surface [7–9]. The deepest part of the skin, hypodermis, is where
the body stores energy-rich fatty tissue. This latter skin layer is also a thermal insulant,
mechanical buffer, immune regulator, and place of vivid hormonal activity implicated in
the management of energy resources [10,11].

Table 1. Mineral macroelements, oligoelements, and trace elements in human skin (relative quantity
per whole body weight).

% Whole Body Weight Chemical Composition

Bulk organic elements (95%) C, O, H, N

Macroelements (<5%) Na, K, Mg, Ca, P, S, Cl

Oligoelements (<0.1%) Cu, Zn, Se, Mn, Fe, Mo, Co

Oligoelements (<0.01%) F, I, Sn

Trace elements
found on the skin surface

As, B, Cr, Ni, St, V;
Al, Zr, Ag, Au, Hg, Si (silicates)

Essential elements are in bold characters. Trace elements found on skin surface are environmental contaminants.

The elementary mechanisms governing cell and tissue function employ the same
mineral elements in the skin as in the other organs. However, the particular role of the
epidermis as the outside-in and inside-out permeability barrier and the protective role of
the entire integument permanently exposed to environmental aggressions require specific
local arrangements. Calcium and magnesium gradients regulate terminal differentiation of
keratinocytes resulting in the constitution of the SC barrier, whereas zinc-, magnesium-,
or selenium-depending enzymes are particularly active in remodeling of the extracellu-
lar matrix and in quenching of free radicals generated by the ultraviolet radiation and
pollution [12].

This review focuses on the involvement of macro- and microelements in the function
of human skin.

2. Mineral Elements in Skin Homeostasis

Most of the mineral elements present in living tissues occur in ionized form, dissolved
in the body liquids and, obviously, do not interact as a dry mineral matter. This is also
the case in the skin where they occur in ionized form in its three main components: the
epidermis, dermis, and subcutaneous tissue [13,14]. Sulfur-rich so-called “hard keratins”
of hair and nails are exceptions, and so are the protein-bound metals involved in transport
and enzymatic processing of other molecules, e.g., iron in the heme, selenium in glutathione
peroxidases [15], or zinc in matrix metalloproteinases. Distribution of ions in the living
parts of the skin is subjected to the local “requirements” for a given element and depends
on the systemic (blood) availability of ions and their ability to diffuse through the tissues,
e.g., affinity to the carriers and the tissue structural elements such as proteins and lipids.
Dependence on pH and redox capacity of the cell and tissue compartments is also an
issue [16]. In the skin, elements and nutrients are supplied from the dermal capillaries to
the non-vascularized epidermis through the dermal-epidermal junction, as they are carried
by the interstitial fluid.

Detection and quantitation of elements depend on the methods used, i.e., their sensi-
bility and accuracy [17–26]. The outcomes may also vary due to the conditions in which
the specimens are studied (in vivo, lyophilized, previously dissociated/dissected tissues).
Therefore, the reported results must be examined in the light of sound comparisons taking
into account all the variables and in relation with already gained basic knowledge on
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elements’ role in physiology. Distribution of most abundant minerals in human epidermis
is schematically presented in Figure 1.

Figure 1. Distribution of some relevant minerals in human epidermis (relative quantities, gradients)
mg/g range: Na, S, K, P; µg/g range: Ca, Zn, Fe, (Mg: quantitative data not found; Cu, below
the method’s sensitivity limit). Based on data found in the literature. Due to the differences in
methodological approaches, this “skyline” graph shows only a relative abundance of various elements,
as they are distributed throughout various epidermal layers (SB = stratum basale; SS = stratum spinosum;
SG = stratum granulosum; SC = stratum corneum). Most of the minerals are not detected or in very low
quantities in the horny layer. No consensus has been reached concerning calcium; depending on the
method of detection, some groups continue to see it in the SC, the others claim its complete absence
at this location in case of persistence of the functional permeability barrier.

Another gradient of distribution may apply when the body is subjected to environ-
mental exposure, whether it is fortuitous or on purpose. The topical way of penetration
of elements into the skin is subjected to the effectiveness of the natural protective barrier
provided by the SC. However, one should consider the fact that many mineral elements
also constitute integral building blocks of the living matter, being chemically bound to
“organic” molecules such as amino acids, lipids, nucleotides, and carbohydrates.

2.1. Cell Formation, Functioning and Division Are Basic Tasks Assisted by Minerals

Elementary biological functions are supported by mineral elements. First of all, cell-
delimiting membranes are made of phospholipids, phosphorus-based molecules. Next,
genetic information is encoded in the phosphorus-containing nucleic acids (DNA and
RNA). Additionally, generation, storage, and consumption of cell energy are adenosine
triphosphate (ATP)-based [27]. As can be seen from the above, phosphorus ranks high on
the list of life-sustaining elements.

Among the minerals exerting fundamental roles in cell biology, magnesium is of
paramount importance, since such processes as high-fidelity DNA replication and con-
tinuous DNA repair are dependent on the presence of magnesium ions [28]. Magnesium
acts as a cofactor in several proteins involved in these processes. By binding phosphate
groups of polynucleotides, Mg2+ ions stabilize the double helix and help to electrostatically
maintain the compact state of heterochromatin. Cell division as well as the regulation of the
cell cycle, proliferation, differentiation, and apoptosis require the presence of magnesium
ions originating mainly from intracellular pools, i.e., mitochondria, the nucleus, and the
endoplasmic reticulum. At the cellular level, magnesium is one of the most abundant
inorganic elements.

Proteins expressing “zinc finger” domains are among the most profuse in eukaryote
cells [29,30]. Their diverse functions are most frequently related to the capacity of zinc finger
motives to bind nucleic acids. These include DNA recognition, transcriptional activation,
RNA packaging, nuclear hormone receptors binding, and regulation of apoptosis. However,
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protein folding and assembly, and also lipid binding, remain within the field of action
of the zinc finger domains. In the skin, at least two zinc finger-containing proteins have
been reported to participate in the regulation of terminal differentiation of keratinocytes
and epidermal barrier formation, i.e., ZFP36 [31] and Krüppel-like transcription factor
KLF4 [32].

Zinc ion homeostasis is regulated at the cellular level by numerous dedicated trans-
porter proteins that control Zn2+ efflux and uptake. ZIP7 and ZIP13 transporters have been
shown to be involved in the formation of dermis and proper fibroblast function, ZIP2 and
ZIP4 are essential for keratinocyte differentiation and proliferation, ZIP13 and ZIP14 for
adipocyte biology, whereas ZIP10 is associated with the keratinocyte progenitors in the
outer root sheath of hair follicles. Zinc deficiency is responsible for acquired acrodermatitis
enteropathica, necrolytic migratory erythema, and pellagra. It also has profound impact on
alopecia and delayed wound healing [33,34]. Metallothioneins are ubiquitous cytoplasmic
storage proteins capable of biding zinc, copper, and cadmium. Buffering the excess of Zn
and releasing it in the condition of zinc deficiency, they are important factors maintaining
homeostasis of this element [35].

Sulfur is one of the most chemically versatile elements, which makes it essential to the
life and growth of all organisms. It plays a crucial role in the regulation of diverse biological
processes in the human body. Organic compounds containing a carbon–sulfur bond can
form a variety of molecular arrangements and exhibit different biological activities [36].
Sulfur amino acids participate in the synthesis of essential biomolecules such as antioxi-
dants, vitamins, and co-factors such as thiamine, lipoic acid, biotin, or coenzyme A [37].
Sulfur-containing L-cysteine and homocysteine are principal organic sources of hydrogen
sulfide H2S, a gaseous messenger active in tissue biology, along with nitric oxide (NO) and
carbon monoxide (CO) [38,39]. Synthetized by ubiquitously expressed enzymes, mainly
cysteine aminotransferase/3-mercaptopyruvate sulfotransferase pathway, cystathionine
ß-synthase, and cystathionine γ-lyase, endogenous H2S is highly active in endothelium-
dependent vasorelaxation of dermal blood vessels [40] and in antioxidant processes [41].
Both biological effects are of great interest for skin microcirculation and detoxification.

2.2. Cell Metabolism and Bioenergetics

The term bioenergetics encompasses all vital functions that require energy production
and its expenditure; in other words, it describes metabolism events that relate specifically
to energy homeostasis. The main powerhouse of mammalian cells are mitochondria
that perform redox reactions and use the generated energy to phosphorylate adenosine
diphosphate (ADP) to adenosine triphosphate (ATP), i.e., to increase of the phosphorylation
potential. The process is closely related to the simultaneous generation of free radicals that
require subsequent neutralization (as described further).

2.2.1. Cellular Energy Production (ATP)

Vital bioenergetic processes, such as cellular respiration, are at the root of functioning of
living organisms, and mineral elements play a crucial role therein. Specifically, respiratory
chain activity in mammalian cells is supported by mitochondria where iron plays a key
role as cofactor of several enzymes. During the reaction, glucose is oxidized to carbon
dioxide and water while the released energy is captured by the energy-carrying ATP. The
other two ways to generate ATP are acetyl-coenzyme A-driven tricarboxylic acid cycle
(Krebs cycle) and ATP synthase-mediated oxidative phosphorylation of ADP. Inorganic
phosphorus required for this reaction is polymerized and stored in cells [42,43], and this
process appears to be reciprocally regulated by cell energy metabolism [44,45]. Numerous
steps in the catabolic transformation of nutrients (proteins, carbohydrates, lipids) require
intervention of magnesium-dependent enzymes (Figure 2).
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Figure 2. Implication of magnesium in cell bioenergetics.

Additionally, all reactions involving ATP require the presence of magnesium ions that
minimize electrostatic repulsion between negative charges of ATP and ADP (ATP-Mg2+

and ADP-Mg2+ complex) [46–48].

2.2.2. ROS Balance

Natural by-products of cellular respiration are free radicals with the superoxide anion
radical (O−2) in the first place. This highly reactive oxygen species (ROS) would be harmful
to cells and must be eliminated by partitioning of the radical into less damaging molecules,
i.e., ordinary molecular oxygen (O2) and hydrogen peroxide (H2O2). The task is achieved
by metal-associated enzymes, superoxide dismutases (SOD). SOD1 is a cytoplasmic copper-
and zinc-containing enzyme, whereas mitochondrial SOD2 is manganese-dependent. The
mitochondrial superoxide dismutase 2 (SOD2, MnSOD) is a subject of particular interest,
as it is located in the mitochondrial matrix where it represents the first line of antioxidant
defense against superoxide anions produced as byproducts of oxidative phosphorylation.
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In human senescent skin, fibroblasts, which develop a growth arrest, morphological and
functional changes, and increased ROS concentrations, have been demonstrated in vitro and
in vivo with an adaptive upregulation of the SOD2 on mRNA and protein levels, providing
evidence for a common response phenotype of cellular senescence [49]. Extracellular copper
and zinc-bearing EC-SOD (SOD1) is binding to heparane sulfate proteoglycans at the cell
surfaces and in intercellular spaces, being therefore ideally located to prevent ROS-induced
damage [50]. Further steps of ROS reduction involve iron-based catalase, which catalyzes
the decomposition of hydrogen peroxide to water and oxygen [51], and several peroxidases
scavenging various free radicals.

Besides aerobic cellular metabolism that generates ROS, these highly reactive chemical
molecules may also be formed in cells by a variety of exogeneous agents such as pollutants,
drugs, xenobiotics, or radiation. This latter source of ROS is particularly relevant for the
skin, which remains constantly exposed to environmental insults. Two seleno-dependent
glutathione peroxidases, glutathione peroxidase and phospholipid hydroperoxide glu-
tathione peroxidase, are enzymes reducing different hydroperoxides to the corresponding
alcohols. The latter one is particularly important for detoxification of cell membranes [52].
This selenium-dependent system destroys H2O2, lipid hydroperoxides, and other organic
peroxides.

Free radical reactions are part of normal human metabolism. They are involved in
regulation of protein phosphorylation, intracellular signal transduction, regulation of the
cytosolic calcium concentration, regulation of gene expression, intracellular killing of bacte-
ria by neutrophils and macrophages, and activation of certain transcription factors, such
as nuclear factor-kappa B (NF-κB) and the activator protein 1 (AP-1) family factors [53,54].
Mitochondrial ROS generation plays a regulatory role in the differentiation of various
epithelial structures and cell lineages by activating the Notch and β-catenin signaling
cascades [55].

Calcium may well be critically involved in this activation pathway since mitochondrial
respiration requires Ca2+ uptake, whereas extracellular Ca2+ levels and Ca2+ uptake by
mitochondria regulate keratinocyte differentiation in vitro [56]. In agreement with this
point of view, a Ca2+ gradient has been observed in the epidermis in vivo [57]. Moderate
levels or bursts of ROS are thus beneficial to cell and tissue functions in normal conditions.
However, exaggerated, prolonged, and cumulative ROS production constitutes a threat
and is recognized as one of the major factors that accelerate ageing [58] and promote
cancerogenesis [59]. Mineral elements involved in the activity of antioxidant enzymes (Cu,
Zn, Mn) influence the redox balance in an essential way, including situations when metal
ions such as iron, cobalt, chromium, or copper constitute the source of reactive radicals [60].
Indeed, zinc has been shown to compete with redox-active metals, such as iron and copper,
for binding to cell membranes. Unbound elements remain thus available for metal-binding
circulating proteins for metal sequestration and storage [61]. Recent experiments with
probiotic isolates permitted bioaccumulation of selenium and zinc in the blood of mice fed
with the selenium- and zinc-enriched lactobacillus strain. The fact that the animals also
showed increased antioxidant capacities indicates new perspectives in mineral-induced
modulation of the redox status [62].

2.3. Epidermal Differentiation and Barrier Function

The epidermis is a multilayered epithelial tissue in constant turnover. Its principal
function is to provide, at the skin surface, a relatively water-impermeable layer of stacked
fully keratinized cells embedded in a hydrophobic, lipid-rich extracellular matrix [63,64].
This final product of epidermal terminal differentiation, the SC barrier, undergoes perpetual
recycling. Superficial corneocytes desquame while the constant thickness of the layer is
maintained through a compensative cornification of the underlying granular layer ker-
atinocytes. Living epidermal cells form a solid, highly interconnected tissue [65] (in press).
A dense network of gap junction channels (connexons) results in electrical and metabolic
coupling of keratinocyte cytosols within the tissue. As cells are capable of regulating the
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opening of the connexons, fluxes of ions, such as calcium, sodium or potassium, may be
instantly controlled and contribute to the concerted behavior of gradually differentiating
keratinocytes within the epidermal living layers. The junctions themselves are calcium-
dependent, as their constitutive proteins become fully functional only in the presence of
sufficient quantities of Ca2+ [66]. Thus, keratinocyte cohesion relaying on classical and
desmosomal cadherins, intercellular communication through gap junctions, and compart-
mentalization of uppermost epidermal layers by tight junctions all require the presence of
calcium ions.

It has been established that extracellular calcium in the inter-keratinocyte spaces of
epidermal living layers forms a positive distribution gradient spanning from the basal to the
granular layer [67]. This increase in Ca2+ ions is concomitant with the growing expression
of calcium-dependent cadherins, transmembrane proteins of mechanical cell-cell junctions,
observed both in vivo and in cell culture submitted to low or high calcium conditions. This
confirms the essential role of calcium ions, both extra- and intra-cellular, in the formation of
mature desmosomes and, thus, epithelial stratification [66,68,69]. In parallel, a potassium
gradient [70] and a magnesium gradient [71] have also been observed.

The epidermal calcium gradient is attenuated or highly disturbed in aged or inflamed
skin. Modification of the Ca2+/Mg2+ ratio in favor of the latter mineral proves beneficial
for recovery of the epidermal homeostasis, resulting in an optimal reparation of skin
barrier, and may have impact on inflammatory skin diseases [72–74]. Acute abrogation
of the extracellular calcium gradient by removal of the overlying SC barrier results in an
instantaneous mobilization and excretion of the intracellular pool of lipids, aimed at the
rapid restoration of tissue impermeability [75]. Many biochemical mechanisms, including
those involved in keratinocyte differentiation, are regulated by calcium. Specifically, high
concentration of Ca2+ induces expression of PAD1 both at the protein and RNA levels
in cultured normal human keratinocytes [76]. Peptidylarginine deiminases (PADs) are
enzymes involved in protein deamination (or citrullination), one of the crucial steps in
processing of filaggrin and keratin during keratinocyte cornification [77]. Ca2+-dependent
transglutaminase-1 is responsible for the cross-linking of cornified envelope precursors
in keratinocytes undergoing terminal differentiation. In this way, it proves essential for
formation of the functional SC barrier [78]. On the other hand, proteolytic action of
enzymes, involved in SC desquamation is also regulated by the presence of calcium ions.
The desquamative action of kallikreins, via degradation of inter-corneocyte junctions, is
largely enhanced in the absence of extracellular calcium [79]. These considerations are
of importance because a rise in the extracellular Ca2+ is able to increase the intracellular
calcium pool [80], and the above-mentioned various calcium-dependent mechanisms
associated with epidermal differentiation appear to be orchestrated simultaneously [81–83].

Another mechanism of control of the intracellular mineral ion distribution relays on
cell and mitochondrial membrane ion pumps. A whole host of membrane proteins that
mediate conduction of ions or molecules into and out of the cell exist and are expressed
in various cell types. Many are ubiquitous, some show skin enrichment profiles, but
none are specific to skin cells. Fine regulation of ion levels in the cytosol and its different
compartments is crucial for correct cell functioning, as illustrated by dyskeratosis and
acantholysis occurring in hereditary diseases due to mutations in sarco/endoplasmic
reticulum Ca2+ ATPases’ (SERCA) genes coding for calcium transporters [84,85].

Last but not least, zinc, copper, and manganese differentially modulate expression
of integrin subunits on cultured keratinocytes promoting experimental epithelial wound
healing, an observation tending to explain the beneficial influence of these mineral ions
in dermatological practice [86]. Indeed, Zn, Cu, and Mn gluconates have been shown to
enhance keratinocyte migration related to an increase in the expression and/or function of
integrin receptors, mainly those composed of alpha 2, alpha 3, and beta 1 subunits. Interest-
ingly, signaling through integrins bearing beta 1 subunit is characteristic of the epidermal
stem cells with high proliferative potential [87]. Taken together, these observations clearly
show a functional effect of oligoelements on keratinocytes’ regenerative capacity.
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2.4. Dermal Remodeling

Just like the epidermis, the dermal component of the skin undergoes constant remod-
eling. However, changes in the extracellular matrix of dermis occur on a longer time scale
than that observed in the epithelial tissue. This is due to a lower cellularity and a further
distance from the skin surface, what equals to a weaker exposure to the deleterious influ-
ences from the environment. Most of the changes concern the papillary dermis situated
directly beneath the epidermal basement membrane. This zone is rich in elastin fibers
and fibroblasts and contains abundant glycosaminoglycans and entropically (dis)oriented
bundles of collagen fibers [88]. It is traversed by blood and lymph capillaries, terminal
nerve endings, sweat tracts, and pilo-sebaceous complexes. Roots of the hair shafts and
secretory parts of the sweat glands are situated deeper, at the limit of or within the reticular
dermis, where fibroblasts are less frequent and tightly packed, dense collagen fiber bun-
dles predominate. The synthesis of mature elastin and collagen can be controlled by the
availability of copper [89]. Indeed, Cu is a cofactor indispensable to the activity of lysyl
oxidase, the enzyme involved in collagen and elastin cross-linking. Phosphore-containing
nucleotide adenosine monophosphate (AMP) is part of the structure of coenzyme A, capa-
ble of stimulating collagen production by fibroblasts [90]. Zinc is probably also involved in
the formation of dermis, as suggested by the reduced thickness of this structure in mice
with knocked out Zn transporter gene ZIP7 and the absence of differentiation to fibroblasts
of human mesenchymal stem cells with ZIP7 knockdown [91].

Collagen is one of the most abundant structural proteins of the intercellular matrix and
a ubiquitous element of the connective tissue. Hydroxyproline and hydroxylysine, both of
which are unique to collagen, become glycosylated at specific residues by galactosyl and
glucosyl transferases, which require Mn2+ as an essential cofactor [92]. The glycosylation
step precedes formation of the pro-collagen triple helix and secretion of the molecule into
the extracellular space. It may be speculated that sugar moieties help protect collagen from
precocious proteolytic degradation and contribute to stabilization of collagen fibers, in
addition to molecular cross-linking by lysyl oxidase, which requires copper [93]. Manganese
and copper play, thus, vital roles in collagen biosynthesis.

As skin tension changes due to the body movements and variations of the volume
of subcutaneous tissue, the collagen fibers must be continuously rearranged along the
evolving tension lines. Matrix metalloproteinases (MMPs) secreted primarily by dermal
fibroblasts are necessary for removal of denatured or obsolete fiber arrangements that
must be replaced with newly synthesized structures. These enzymes belong to the vast
family of calcium-dependent zinc-containing endopeptidases [94]. The four main MMP
groups present in the skin are the collagenases, the gelatinases, the stromelysins, and the
membrane-type MMPs (MT-MMPs). Collagenases are capable of degrading triple-helical
fibrillar collagens. Their main skin representative is MMP 1. MMPs 2 and 9 are gelatinases,
widely expressed in human skin. The main substrates of the latter are gelatin and type IV
collagen constituting the lamina densa of the dermal-epidermal junction. Involved in cell
migration, differentiation, inflammation-associated apoptosis, and angiogenesis, MMPs
have multiple roles in skin physiology, but also participate in pathological conditions [95].

2.5. Skin Regenerative Processes and Wound Healing

Skin regeneration processes, such as epidermal renewal and extracellular dermal
matrix biosynthesis, require high amounts of energy [96]. Therefore, mineral-dependent
generation of energy resources is of particular importance during wound healing and in
fight against sagging metabolic processes related to skin ageing.

In keratinocytes and fibroblasts, inorganic polyphosphates are localized to mitochon-
dria, nuclei, cytoplasm, and cell membranes, and play important role in cell survival and
motility [97]. Adequately, in vitro cell culture studies and animal wounded skin models
demonstrated beneficial results of polyphosphates on wound healing [98]. Involvement of
inorganic polyphosphates in the blood clotting cascade evidently contributes to the wound
hemostasis in vivo, an important step in the wound closure. Other processes that inorganic
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polyphosphates are implicated in are signal transduction, Ca2+-signaling, and regulation
of the mitochondrial membrane potential [99]. Most recently, the biotherapeutic potential
of the phosphate polymers has been reported in the fight against SARS CoV-2, as these
physiological inorganic molecules appear to be capable of improving the epithelial integrity
as well as the mucus barrier [100].

As mentioned, calcium and magnesium balance, as well as the zinc ions, have funda-
mental influence on keratinocyte proliferation and differentiation [31,66,71,101]. Therefore,
for epidermis, sensing changes in the concentration of these minerals in the tissue is of
crucial importance for implementation of re-epithelialization after wounding. Ca2+ sensing
receptor expressed on keratinocytes conveys information on the extracellular calcium levels
and promotes E cadherin-mediated cell adhesion, differentiation, and survival [69].

Zinc was observed to counter calcium-mediated apoptosis [102,103]. Its antioxidant
properties are attributed to Zn/Cu superoxide dismutase 1 and the protection of ROS-
sensitive sulfhydryl groups on metallothionein, a small cysteine-rich antioxidant pro-
tein [104,105]. In vitro, enhanced keratinocyte migration leading to accelerated epidermal
wound closure has been observed with zinc, copper, and manganese, apparently via
modulation of keratinocyte integrins [86].

On the dermal side, de novo synthesis and reorganization of fibers is supported by zinc,
as suggested by modifications in fibroblast biology following invalidation of expression of
Zn transporter proteins ZIP7 and ZIP13 [106].

Dermal and epidermal processes engaged for skin regeneration or during wound
healing are finely coordinated and complementary [107]. Skin regeneration is a highly
energy-consuming activity requiring, besides the “building blocks”, substantial amounts
of magnesium that, as already mentioned, mediates and accompanies several metabolic
cascades. Mg, Ca, Zn, and other minerals are engaged both in the processes of dermal
healing and restoration of the epithelial permeability barrier, thus largely contributing to
the successful outcome.

2.6. Mineral-Dependent Skin Functions Face to Ageing

Bioenergetic functions decline with age. As is common knowledge, human ageing is
characterized by a gradual reduction in the ability to coordinate cellular energy expenditure
and storage (crucial to maintain energy homeostasis), and by a gradual decrease in the
ability to mount a successful response to stress. Human ageing is accompanied by a
decrease in resting metabolic rate, the largest component of total energy expenditure, which
significantly affects disability and morbidity among the elderly. Several observations link
the ageing process and the age-associated disease with mitochondrial dysfunction [108].
As measured in skeletal muscle cells, we lose about 5% of mitochondrial capacity of energy
production over every 10 years of life [109].

According to the free radical theory of ageing, oxidative damage initiated by reactive
oxygen species is a major contributor to the functional decline that is characteristic of
ageing [110,111].

Generation and accumulation of ROS in mitochondria has been proposed as a likely
mechanism involved in tissue ageing and degenerative transformation. Most theories of
ageing focus on the idea that cumulative oxidative stress leads to mitochondrial mutations,
mitochondrial dysfunctions, and oxidative damage to proteins, membrane lipids, and
nucleic acids. Oxidative stress is a condition in which the balance between production of
ROS and level of antioxidant defenses is significantly modified and results in damage to
cells by the excess of ROS. Cellular levels of ROS are controlled by the antioxidant system,
which involves antioxidant enzymes and small-antioxidant molecules, e.g., superoxide
dismutases (SODs), glutathione peroxidases (GPx), catalase (CAT), glutathione tripeptide
(GSH), and vitamin E. In case of reduced production of or access to these antioxidants,
free radicals begin to accumulate oxidative damage and the genesis of the ageing process
ensues [108].
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Skin is directly exposed to physical and chemical stress from the environment, and the
resulting damage accumulates over the years, whereas the defense mechanisms tend to
decrease with age [112,113]. The SOD-based antioxidant enzymatic system is located in mi-
tochondria themselves and in the cytoplasm. These enzymes, containing, respectively, Mn
and Zn-Cu atoms are able to readily transform O−2 free radicals to H2O2. Next, hydrogen
peroxide is decomposed to water and molecular oxygen by cell catalase and Se-dependent
glutathione peroxidase, present in both intracellular compartments. Mn-dependent SOD2 is
particularly important in quenching superoxide anion byproducts arising during oxidative
phosphorylation because of its localization within the mitochondrial matrix. Experimental
deficiency for mitochondrial superoxide dismutase in the connective tissue of mice results
in accelerated ageing [49]. In this regard, mitochondrial DNA (mtDNA), a circular molecule
comprising 16,569 bp in human cells, is particularly vulnerable, due to its close proximity
to the mitochondrial electron transport chain (the major intracellular source of ROS), its
lack of histones, and a limited repertoire of DNA repair capacity. Mutations of mtDNA
are found in mitochondrial diseases but are also frequently detected in aged tissues with
high energy demands such as skeletal muscle, heart, and neurons. It has therefore been
proposed that mtDNA mutations are causally related to the ageing process. According
to this point of view, ageing is caused by the accumulation of mutations and large-scale
deletions in mtDNA, partly resulting from the oxidative damage but also arising from
the inherent error rate of mtDNA polymerase. Chronic exposure to UV radiation induces
deletions of mtDNA in human skin fibroblasts in vitro as well as in vivo, and UV-induced
mtDNA mutagenesis is associated with a decline of mitochondrial functions [114].

Nutritional supplementation with selenium and zinc, above the normally required
levels, results in only a slight increase in antioxidant activity, partly due to the variable,
tissue-dependent availability of these elements [115]. In contrast to selenium, indispensable
for the enzymatic activity of GPx, zinc plays only a structural role in SOD and performs
its anti-ROS action as a free element by quenching sulfhydryl groups on proteins, thus
protecting them from oxidation.

Activation of Zn-dependent metalloproteases is a recurrent phenomenon observed
in the course of chronic inflammatory state, typical of aged tissues. When the enzymatic
removal of functionally altered elements of the dermal extracellular matrix is not followed
by compensatory biosynthesis, the aged skin loses its mechanical properties [116,117]. Long
ultraviolet rays (UVA), which can penetrate into the papillary dermis, provoke cumulative
long-term damage to its cellular and fibrillary components. UV-induced expression of
MMPs adds to extracellular matrix degradation and accelerated skin ageing [117].

A reduced efficacy of the skin barrier function is observed in aged skin. This may be
in relation with the inflammatory dermal context, since proinflammatory cytokines are
observed to interfere with the barrier permeability [118,119]. In turn, abrogation of the
barrier results in disappearance of the epidermal intercellular calcium gradient [75], and
vice versa, absence of the physiological gradient impacts normal formation of the SC. Since
the activities of most of the epidermal enzymes, including those involved in the regulation
of pH, seem to depend on the Ca2+ gradient, it has been recently proposed that age-related
attenuation of the gradient could contribute to the observed rise of pH at the skin surface
in aged subjects [120,121]. Increased pH favors the catabolic action of kallikreins involved
in SC desquamation, thus possibly further impeding barrier function [122,123]. In this way,
the overall reduction of metabolic activity in the aged skin gets captured in a vicious circle
of the calcium gradient collapse and epidermal barrier disruption.

As the epidermal barrier repair capacity declines in the elderly [124], therapeutic
manipulation of the Ca2+/Mg2+ ratio in the epidermis showing compromised barrier
function could be suggested as a beneficial means of fighting against skin ageing [73].
Indeed, topical application of 10 mM aqueous solution of magnesium chloride, magnesium
sulfate, and magnesium lactate accelerated barrier repair in rodents. Ten mM CaCl2 delayed
the process, but a mixture of calcium chloride and magnesium chloride still accelerated
barrier recovery when the calcium to magnesium molar ratio was lower than 1 [72].
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Epidermal calcium gradient is physiologically controlled by the calcium-sensing re-
ceptor on keratinocyte membranes. Age-related decrease of the expression of this receptor
has been found in mice and humans, resulting in an impaired Ca2+ signaling and al-
tered cadherin function [125]. An alternative anti-age approach based on enhancement of
keratinocyte sensitivity to calcium could thus be proposed.

Additionally, flattening of the dermal-epidermal junction (DEJ) is observed in the aged
skin. This may be both the reason and result of diminished exchanges between these two
skin tissues, notably associated with the reduced supply of nutrients and oligoelements. In
a study of abdominal human skin, DEJ surface area, as reported to 1 mm2 of skin surface,
has been shown to be reduced from 2.64 mm2 in subjects aged 21–40 years to 1.90 mm2 in
persons aged 61–80. Such a significant loss of the DEJ convolution appears to contribute to
the increased fragility observed in aged skin [126].

Prevention or treatment of epidermal and dermal changes observed during intrinsic and
environment-induced ageing could possibly benefit from findings elucidating mechanisms of
wound healing: a tissue repair approach implicating mineral elements as well.

3. Use of Minerals in Dermatology

Mineral balance is of crucial importance for the fundamental biological functions of
the skin. An adequate amount of each and every element is required for proper functioning
of the tissues, meaning that deficiency, and sometimes also excess, may cause problems and
could be associated with pathologies [14]. As previously mentioned, the trace elements zinc,
copper and manganese are used in vivo in some local preparations because of their healing
properties. Zinc actually plays a primordial role in skin physiology, in particular it produces
a beneficial effect on the healing of leg ulcers by modulating cutaneous inflammation and
speeding up the re-epithelialization process. It stimulates the proliferation of epidermal
cells (keratinocytes and fibroblasts) in wounds and increases collagen synthesis. In fact,
zinc deficiency can often delay healing [86].

Dietary and transcutaneous compensations are possible, provided the implementation
of scientifically proven and strictly controlled pharmacological approaches. Proper equilib-
rium of various elements, in quantities adjusted to the right localization and time, are of
critical importance for tissue biology [127]. For example, low micromolar concentrations
of hydrogen sulfide support generation of cell energy in mitochondria [128]. However, as
generally known, higher concentrations of H2S (3–30 µM) suppress mitochondrial function
by inhibiting cytochrome-c oxidase (CcOX; complex IV), which makes exogenous gas
highly toxic for living organisms [129].

The principal route of mineral ion intake to the skin is through the blood supply and
originates from alimentation. The passage of topically applied exogenous minerals into the
skin occurs against the natural gradients and requires specific conditions, first of which are
ionic dissociation in water and full hydration of the skin. In fact, opening of the paracellular
route for hydrophilic molecules in hydrated SC, via “water channels” arising within the
hydrophobic inter-corneocyte lipid matrix, appears to be the prerequisite for passive
transcutaneous penetration of ions [130]. Hair follicles represent privileged sites of such
absorption due to the highly reduced thickness of the SC barrier within the infundibulum
and the micro storage function resulting in a prolonged contact with the topically applied
solutes containing nanoparticles or mineral elements such as magnesium [131,132].

Bathing in mineral-rich spring water has been advised for treatment of various derma-
tological affections since ancient times [133,134]. Notably, inflammatory skin diseases such
as psoriasis and atopic dermatitis were reported to benefit from such “cures” [135]. The
mineral-rich solutes used contain principally magnesium and/or sulfur salts [74].

3.1. Immunomodulatory Effect

The anti-inflammatory effect of often incompletely defined mineral components of
spring waters is apparently obtained through suppression/modulation of immune cell
responses mediated, for example, by effector T lymphocytes [136], antigen-presenting
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Langerhans cells [18], mast cells [137], or molecular effectors [138,139]. Sulfurous com-
pounds are most frequently incriminated as the most active elements. Anti-inflammatory
action of hydrogen sulfide, H2S, is due to its interaction with both major inflammatory
signaling pathways: NF-κB and nuclear factor-erythroid 2-related factor 2 (Nrf2) [140–142].
Not surprisingly, H2S has been shown to exert positive influence on cutaneous wound
healing, both at its epidermal and dermal component [143,144] and on melanocyte activ-
ity [145]. Detoxification of sulfides through oxidation and their conversion to harmless
sulfates is efficiently performed by cell enzymes. Non-enzymatic processing of inorganic
sulfur contributes relatively little to H2S production, however locally delivered sulfide salts,
including NaHS and Na2S, and other H2S pharmacological donors retain their therapeutic
potential [146]. In a large-scale study of thermal waters subdivided into groups based
on their ionic composition, the anti-inflammatory action of sulfurous molecules has been
scientifically validated [147]. Sulfurous bicarbonate and chlorinated sodic waters reduced
NO production and/or inducible NO synthase expression, and/or showed scavenging ac-
tivity in in vitro activated mouse macrophages. However, possible impact of other mineral
components of thermal waters studied have not been evaluated, although their presence
could have significant impact on diverse cell functions. Indeed, in vitro and/or in vivo
studies could demonstrate anti-inflammatory potential of zinc [148], magnesium [149],
selenium [150], and copper [151]. Additionally, local binding of copper to non-steroidal
anti-inflammatory drugs (NSAIDs) enhances anti-inflammatory potential of the latter [152].
This in situ action of copper ions may reveal interesting when topical Cu supplementation
is considered for increasing action of systemic treatment of inflammatory skin disorders.

Organic salts of gold are in current use for systemic treatment of chronic arthritis [153].
Transcutaneous delivery of such compounds could prove of interest in management of
inflammatory reactions, notably of small joints underlying skin. However, gold retention
in the keratinizing tissues is low during systemic chrysotherapy and mostly concentrates
in the dermis [154].

3.2. Bactericidal Action

Several mineral elements exert antimicrobial effects. Skin friction with metallic gold
was once advised in traditional medicine for small bacterial infections, but it remains
unclear whether the observed action was not rather dependent on copper in metal al-
loys. Indeed, metallic copper and its alloys are well known for germ-inhibiting properties.
Solutes containing silver salts, iodine, or potassium permanganate and selenium can be
applied to disinfect skin and treat local infections. Wound dressings also take advantage of
bactericidal properties of Ag+ or povidone iodine in the management of chronic infected
wounds [155,156]. Manganese, iodide, and sulfur present in thermal waters show inter-
esting bactericidal properties as well [157]. Emollients containing copper sulfate are often
used as maintenance therapy of easily infected atopic skin. Anti-inflammatory effect of
zinc ions from ZnO ointments is due to lowering levels of inducible nitric oxide synthase
and NO production, associated with a slight anti-bacterial action [158].

Interestingly, anti-viral (SARS CoV-2) action in vitro of a well-known gold-salt prepa-
ration used for oral treatment of refractory arthritis, has been reported recently [159]. The
drug, presenting also combined anti-inflammatory and anti-ROS properties, is clearly of
interest if it proves efficient in vivo.

3.3. Keratolytic Effect

The use of sulfur was once widespread in dermatological disorders such as acne vul-
garis, rosacea, seborrheic dermatitis, dandruff, pityriasis versicolor, due to the antibacterial,
antifungal, and keratolytic activity of sulphur praecipitatum-containing preparations [160–162].
Accelerated desquamation of accumulated horny cells is helpful in various dermatoses.
It helps to regain skin suppleness and prepares a better access for topical treatments of
the lesions. Any xenobiological contaminants (bacteria, yeast, dermatophytes) are also
eliminated with the superficial squames.
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Nonetheless, scientific evidence of efficacy of topically applied minerals from natural
sources is scarce and circumstantial, whereas the underlying mechanisms remain most often
unsolved or only speculated upon. Examination of physical influence of composite ceramics
and minerals such as tourmaline (boron-silicate) powders on human skin and skin cells
in vitro is a good example of evidence-based research yielding yet insufficiently understood
mechanism [163,164]. In 2002, experimental work of Yoo et al. has demonstrated that
tourmaline and jade radiated far-infrared rays (FIR) and application of 1% tourmaline or
jade in emulsion produced elevation of skin temperature by 1 ◦C [164].

FIR emitted by certain solid minerals under the influence of body heat, has become
a hot topic because of its possible biological impact. Even if FIR emission by minerals
placed in proximity of the skin can be considered as low compared to FIR heating devices,
various observations indicate that it may result in physiological reactions similar to that
induced in medical infrared heating settings. Specifically, NO-mediated vasodilation has
been suggested as a possible mechanism of positive FIR influence on wound healing [165].
So far, experimental results converge rather towards a possible antioxidant mechanism
of action and require further research [166]. However, a direct effect of FIR on dermal
fibroblasts, promoting TGF-beta secretion and collagen production, has also been proposed
based on wound healing studies in rats [167].

4. Conclusions

As seen from this recapitulation of the involvement of various mineral elements in
human biological functions, many ions are indispensable for life [2,16]. They are also
operative in the skin, supporting specific processes related to the particular situation of this
organ at the interface with the environment (Table 2). Skin bioenergetics, redox balance,
epidermal barrier function, and dermal remodeling are amongst crucial activities guided
by or taking advantage of mineral elements. Skin regenerative processes and skin ageing
can be positively impacted by adequate accessibility, distribution, and balance of inorganic
ions.

Nutrition is the principal source of elements that make our bodies. Many of the
minerals mentioned in this review are found in the underground and sea waters. Their
use for systemic and local treatment of skin conditions is recognized since ancient times,
e.g., balneotherapy and “cures” with drinking mineral waters [134,168,169]. Although
infrequent are well-conducted studies providing scientifically sound conclusions on the
exact therapeutic effects of various mineral components on specific skin functions, the
potential for such intervention is high. Supplementation with minerals should be science-
based and pharmacologically controlled, taking into account particular local aspects in case
of their topical delivery to the skin [170]. Clearly, ageing skin and several skin conditions
deserve to better benefit from direct contribution of mineral elements delivered to the
integuments.

Table 2. Functions of main minerals in the skin.

Mineral Element Functions References

Calcium

The principal constituent of mineralized skeleton, Ca is a fine regulator
of cell function in general, and of the epidermal terminal differentiation,
leading to the constitution of the efficient permeability skin barrier
function. Mitochondrial respiration, intercellular junction function, and
keratinocyte cornification require the presence of Ca2+ ions. Also dermal
remodeling by MMPs is calcium dependent.

[28,57,73,76–78]

Magnesium

Mg contributes to the formation of the SC barrier, but its fundamental
involvement in the metabolic cascade leading to the production and
storage of ATP must be underlined. It is critical for oxidative
phosphorylation, transcription and repair of DNA, glycolysis, fatty acid
degradation, and protein synthesis. All in all, magnesium is the second
most abundant intracellular cation, next to potassium. Over 300 enzymes
in the human body have magnesium as a cofactor.

[31,46–48,56,72,101]
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Table 2. Cont.

Mineral Element Functions References

Phosphorous

P makes part of many cell and tissue structures and processes ranging
from the genetic information coding nucleic acids, through the
constitution of cell membranes, to energy-carrying ATP. Inorganic
polyphosphates are therefore important for cell survival and motility.

[27,97–100]

Sulfur

A very versatile element, S participates in diverse biological processes
ranging from the synthesis of essential biomolecules, enzymes, and
antioxidants to molecular signaling via hydrogen sulfide. Its
anti-inflammatory and keratolytic action is well recognized.

[141,144,162]

Sodium and Potassium

Na & K are bulk elements exerting fundamental functions in relaying
information and keeping homeostasis in intra- and extra-cellular fluids.
The most common anion composing Na and K salts is chlorine. Their
role in the skin is the general one (without much relief) and the only local
particularity consists in incorporation of sodium and potassium salts, as
well as lactic acid, secreted by sweat glands, into the superficial stratum
corneum. Sodium and potassium lactates contribute to the natural
moisturizing factor, particularly responsible for the water holding
capacity in these uppermost epidermal cell layers. In fact, in the course
of skin thermoregulatory function, substantial quantities of body
electrolytes are lost with sweat.

[171–174]

Iron

Numerous enzymatic reactions are Fe-dependent, e.g., cytochrome P 450,
peroxidases, lipoxygenases, dioxygenases, or nitric oxide synthase. In
this way, iron takes part in scavenging of various free radicals. This adds
to the well-known functions of iron in oxygen transport and storage.
Skin relevant procollagen-proline dioxygenase incorporates oxygen to
the organic substrate in the presence of Fe2+.

[51,175]

Zinc

Zn is required for function of over 300 enzymes implicated in various
fundamental biological processes like signal transduction, gene
transcription, maintaining of DNA integrity, protein folding, etc.
Together with copper, it acts as part of anti-radical detoxification
enzymes, extracellular and cytoplasmic superoxide dismutases. MMPs,
important for tissue remodeling are enzymes containing a zinc-finger
motif. Keratinocyte mobility and proliferation are enhanced by Zn, and
so are synthesis and reorganization of collagen fibers. Anti-inflammatory
action of ZnO is due to lowering levels of iNOS and NO production.

[13,31,32,86,94,95,105,106,158,176]

Copper

Cu is essential for several fundamental processes due to its cofactor
function in numerous enzymes, e.g., lysyl oxidase, superoxide dismutase
1, EC-superoxide dismutase, amine oxidase, cytochrome C oxidase,
tyrosinase. Thus, copper is indispensable for angiogenesis, oxygen
transport, energy production, antioxidant defence, iron metabolism,
immunity, and pigmentation. Together with Zn and Mn, it stimulates
expression of beta 1 integrins, increasing thus keratinocyte mobility and
regenerative potential of the epidermis.

[86,93,152]

Manganese

Mn is a cofactor in the mitochondrial superoxide dismutase 2 and other
metalloenzymes involved in antioxidant action, protein, and energy
metabolism. It is also involved in biosynthesis of fibrillary collagen
glycosaminoglycans, as a cofactor of galactosyl and glucosyl transferases.
Up-regulation of keratinocyte integrins by Mn ions leads to an
accelerated closure of epithelial wounds in vitro.

[86,92]

Molybdenum

Mo containing enzymes oxidize and detoxify purines and pyrimidines,
catalyze the transformation of potentially noxious sulfites to innocuous
sulfates and the conversion of hypoxanthine to uric acid. Mo–dependent
enzymes and their co-factors have evolved to support coded life with its
complex genetic schemes.

[177]

Selenium

Se is a component of numerous enzymes that catalyzes redox reactions,
e.g., glutathione peroxidases, thioredoxin reductases and
methionine-R-sulfoxide reductase. Phospholipid hydroperoxide
glutathione peroxidase is particularly important for detoxification of cell
membranes.

[52]
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Table 2. Cont.

Mineral Element Functions References

Silicium

Si salts used as a nutritional supplement are beneficial for bone
formation and collagen 1 production. Their positive impact on dermal
regeneration and anti-ageing effect have thus been suggested. A
possibility of silicon involvement in connective tissue stabilization or
formation has been inferred from the ease with which stable polyvalent
silicon complexes can be formed with sugar-like molecules in an aqueous
milieu.

[178,179]
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Abbreviations

ATP adenosine triphosphate
ADP adenosine diphosphate
AMP adenosine monophosphate
DEJ dermo-epidermal junction
SB stratum basale
SS stratum spinosum
SG stratum granulosum
SC stratum corneum
mtDNA mitochondrial DNA
FAD/FADH2 oxidized and reduced forms of flavin adenine dinucleotide
FIR far infrared rays
GPx Glutathione peroxidases
MMPs Matrix metalloproteinases
MT-MMP membrane-type MMPs
NAD+/NADH oxidized and reduced forms of nicotinamide adenine dinucleotide
ROS reactive oxygen species
SARS CoV-2 severe acute respiratory syndrome coronavirus 2
SOD superoxide dismutase
SOD1 (EC-SOD) cytoplasmic superoxide dismutase, copper and zinc-dependent
SOD2 mitochondrial superoxide dismutase, manganese-dependent
ZFP zinc finger protein
ZIP zinc transporter protein

References
1. Zoroddu, M.A.; Aaseth, J.; Crisponi, G.; Medici, S.; Peana, M.; Nurchi, V.M. The Essential Metals for Humans: A Brief Overview.

J. Inorg. Biochem. 2019, 195, 120–129. [CrossRef]
2. Nielsen, F.H. Trace Mineral Deficiencies. In Handbook of Nutrition and Food; Berdanier, C.D., Dwyer, J.T., Herber, E., Eds.; CRC Press:

New York, NY, USA, 2014; pp. 211–224.
3. Theocharidis, G.; Connelly, J.T. Minor Collagens of the Skin with Not so Minor Functions. J. Anat. 2019, 235, 418–429. [CrossRef]
4. Roig-Rosello, E.; Rousselle, P. The Human Epidermal Basement Membrane: A Shaped and Cell Instructive Platform That Aging

Slowly Alters. Biomolecules 2020, 10, 1607. [CrossRef]

http://doi.org/10.1016/j.jinorgbio.2019.03.013
http://doi.org/10.1111/joa.12584
http://doi.org/10.3390/biom10121607


Int. J. Mol. Sci. 2022, 23, 6267 16 of 22

5. Elias, P.M.; Feingold, K.R. Skin Barrier; Taylor & Francis: New York, NY, USA, 2006.
6. Haftek, M. “Memory” of the Stratum Corneum: Exploration of the Epidermis’ Past. Br. J. Dermatol. 2014, 171 (Suppl. 3), 6–9.

[CrossRef] [PubMed]
7. Proksch, E.; Brandner, J.M.; Jensen, J.-M. The Skin: An Indispensable Barrier. Exp. Dermatol. 2008, 17, 1063–1072. [CrossRef]

[PubMed]
8. Haftek, M.; Roy, D.C.; Liao, I.-C. Evolution of Skin Barrier Science for Healthy and Compromised Skin. J. Drugs Dermatol. 2021,

20, s3–s9. [CrossRef] [PubMed]
9. Lefèvre-Utile, A.; Braun, C.; Haftek, M.; Aubin, F. Five Functional Aspects of the Epidermal Barrier. Int. J. Mol. Sci. 2021, 22,

11676. [CrossRef]
10. Caton, P.W.; Evans, E.A.; Philpott, M.P.; Hannen, R.F. Can the Skin Make You Fat? A Role for the Skin in Regulating Adipose

Tissue Function and Whole-Body Glucose and Lipid Homeostasis. Curr. Opin. Pharmacol. 2017, 37, 59–64. [CrossRef]
11. Chen, S.X.; Zhang, L.-J.; Gallo, R.L. Dermal White Adipose Tissue: A Newly Recognized Layer of Skin Innate Defense. J. Investig.

Dermatol. 2019, 139, 1002–1009. [CrossRef]
12. Parrado, C.; Mercado-Saenz, S.; Perez-Davo, A.; Gilaberte, Y.; Gonzalez, S.; Juarranz, A. Environmental Stressors on Skin Aging.

Mechanistic Insights. Front. Pharmacol. 2019, 10, 759. [CrossRef]
13. Polefka, T.G.; Bianchini, R.J.; Shapiro, S. Interaction of Mineral Salts with the Skin: A Literature Survey. Int. J. Cosmet. Sci. 2012,

34, 416–423. [CrossRef]
14. Tarnowska, M.; Briançon, S.; Resende de Azevedo, J.; Chevalier, Y.; Bolzinger, M.-A. Inorganic Ions in the Skin: Allies or Enemies?

Int. J. Pharm. 2020, 591, 119991. [CrossRef]
15. Pence, B.C.; Delver, E.; Dunn, D.M. Effects of Dietary Selenium on UVB-Induced Skin Carcinogenesis and Epidermal Antioxidant

Status. J. Investig. Dermatol. 1994, 102, 759–761. [CrossRef]
16. Frausto da Silva, J.J.R.; Williams, R.J.P. The Biological Chemistry of the Elements: The Inorganic Chemistry of Life; Oxford University Press:

Oxford, UK, 2001.
17. McRae, R.; Bagchi, P.; Sumalekshmy, S.; Fahrni, C.J. In Situ Imaging of Metals in Cells and Tissues. Chem. Rev. 2009, 109, 4780–4827.

[CrossRef]
18. Staquet, M.J.; Peguet-Navarro, J.; Richard, A.; Schmitt, D.; Rougier, A. In Vitro Effect of a Spa Water on the Migratory and

Stimulatory Capacities of Human Langerhans Calls. Eur. J. Dermatol. 2002, 12, LIX–LXI.
19. Li, Y.-F.; Zhao, J.; Gao, Y.; Chen, C.; Chai, Z. Advanced Nuclear and Related Techniques for Metallomics and Nanometallomics.

Adv. Exp. Med. Biol. 2018, 1055, 213–243. [CrossRef]
20. Jurowski, K.; Buszewski, B.; Piekoszewski, W. Bioanalytics in Quantitive (Bio)Imaging/Mapping of Metallic Elements in Biological

Samples. Crit. Rev. Anal. Chem. 2015, 45, 334–347. [CrossRef]
21. Richard, S.; Querleux, B.; Bittoun, J.; Jolivet, O.; Idy-Peretti, I.; de Lacharriere, O.; Leveque, J.L. Characterization of the Skin in

Vivo by High Resolution Magnetic Resonance Imaging: Water Behavior and Age-Related Effects. J. Investig. Dermatol. 1993, 100,
705–709. [CrossRef]

22. Caspers, P.J.; Lucassen, G.W.; Carter, E.A.; Bruining, H.A.; Puppels, G.J. In Vivo Confocal Raman Microspectroscopy of the Skin:
Noninvasive Determination of Molecular Concentration Profiles. J. Investig. Dermatol. 2001, 116, 434–442. [CrossRef]

23. Von Zglinicki, T.; Lindberg, M.; Roomans, G.M.; Forslind, B. Water and Ion Distribution Profiles in Human Skin. Acta Derm.
Venereol. 1993, 73, 340–343.

24. Forslind, B.; Lindberg, M.; Roomans, G.M.; Pallon, J.; Werner-Linde, Y. Aspects on the Physiology of Human Skin: Studies Using
Particle Probe Analysis. Microsc. Res. Tech. 1997, 38, 373–386. [CrossRef]

25. Menon, G.K.; Grayson, S.; Elias, P.M. Ionic Calcium Reservoirs in Mammalian Epidermis: Ultrastructural Localization by
Ion-Capture Cytochemistry. J. Investig. Dermatol. 1985, 84, 508–512. [CrossRef]

26. Belsey, N.A.; Garrett, N.L.; Contreras-Rojas, L.R.; Pickup-Gerlaugh, A.J.; Price, G.J.; Moger, J.; Guy, R.H. Evaluation of Drug
Delivery to Intact and Porated Skin by Coherent Raman Scattering and Fluorescence Microscopies. J. Control. Release 2014, 174,
37–42. [CrossRef]

27. Heaney, R.P.; Phosphorus, I.N. Present Knowledge in Nutrition; Erdman, J.W., Macdonald, I.A., Zeisel, S.H., Eds.; Wiley-Blackwell:
Washington, DC, USA, 2012.

28. Hartwig, A. Role of Magnesium in Genomic Stability. Mutat. Res. 2001, 475, 113–121. [CrossRef]
29. Laity, J.H.; Lee, B.M.; Wright, P.E. Zinc Finger Proteins: New Insights into Structural and Functional Diversity. Curr. Opin. Struct.

Biol. 2001, 11, 39–46. [CrossRef]
30. Cassandri, M.; Smirnov, A.; Novelli, F.; Pitolli, C.; Agostini, M.; Malewicz, M.; Melino, G.; Raschellà, G. Zinc-Finger Proteins in

Health and Disease. Cell Death Discov. 2017, 3, 17071. [CrossRef]
31. Prenzler, F.; Fragasso, A.; Schmitt, A.; Munz, B. Functional Analysis of ZFP36 Proteins in Keratinocytes. Eur. J. Cell Biol. 2016, 95,

277–284. [CrossRef]
32. Ghaleb, A.M.; Yang, V.W. Krüppel-like Factor 4 (KLF4): What We Currently Know. Gene 2017, 611, 27–37. [CrossRef]
33. Ogawa, Y.; Kinoshita, M.; Sato, T.; Shimada, S.; Kawamura, T. Biotin Is Required for the Zinc Homeostasis in the Skin. Nutrients

2019, 11, 919. [CrossRef]
34. Hoch, E.; Levy, M.; Hershfinkel, M.; Sekler, I. Elucidating the H+ Coupled Zn2+ Transport Mechanism of ZIP4; Implications in

Acrodermatitis Enteropathica. Int. J. Mol. Sci. 2020, 21, 734. [CrossRef]

http://doi.org/10.1111/bjd.13243
http://www.ncbi.nlm.nih.gov/pubmed/25234171
http://doi.org/10.1111/j.1600-0625.2008.00786.x
http://www.ncbi.nlm.nih.gov/pubmed/19043850
http://doi.org/10.36849/JDD.589a
http://www.ncbi.nlm.nih.gov/pubmed/33852254
http://doi.org/10.3390/ijms222111676
http://doi.org/10.1016/j.coph.2017.08.011
http://doi.org/10.1016/j.jid.2018.12.031
http://doi.org/10.3389/fphar.2019.00759
http://doi.org/10.1111/j.1468-2494.2012.00731.x
http://doi.org/10.1016/j.ijpharm.2020.119991
http://doi.org/10.1111/1523-1747.ep12377571
http://doi.org/10.1021/cr900223a
http://doi.org/10.1007/978-3-319-90143-5_9
http://doi.org/10.1080/10408347.2014.941455
http://doi.org/10.1111/1523-1747.ep12472356
http://doi.org/10.1046/j.1523-1747.2001.01258.x
http://doi.org/10.1002/(SICI)1097-0029(19970815)38:4&lt;373::AID-JEMT5&gt;3.0.CO;2-K
http://doi.org/10.1111/1523-1747.ep12273485
http://doi.org/10.1016/j.jconrel.2013.11.002
http://doi.org/10.1016/S0027-5107(01)00074-4
http://doi.org/10.1016/S0959-440X(00)00167-6
http://doi.org/10.1038/cddiscovery.2017.71
http://doi.org/10.1016/j.ejcb.2016.04.007
http://doi.org/10.1016/j.gene.2017.02.025
http://doi.org/10.3390/nu11040919
http://doi.org/10.3390/ijms21030734


Int. J. Mol. Sci. 2022, 23, 6267 17 of 22

35. Tapiero, H.; Townsend, D.M.; Tew, K.D. Trace Elements in Human Physiology and Pathology. Copper. Biomed. Pharmacother. 2003,
57, 386–398. [CrossRef]

36. Calderone, V.; Martelli, A.; Testai, L.; Citi, V.; Breschi, M.C. Using Hydrogen Sulfide to Design and Develop Drugs. Expert Opin.
Drug Discov. 2016, 11, 163–175. [CrossRef] [PubMed]

37. Brosnan, J.T.; Brosnan, M.E. The Sulfur-Containing Amino Acids: An Overview. J. Nutr. 2006, 136, 1636S–1640S. [CrossRef] [PubMed]
38. Xiao, Q.; Xiong, L.; Tang, J.; Li, L.; Li, L. Hydrogen Sulfide in Skin Diseases: A Novel Mediator and Therapeutic Target. Oxid. Med.

Cell. Longev. 2021, 2021, 6652086. [CrossRef]
39. Zaorska, E.; Tomasova, L.; Koszelewski, D.; Ostaszewski, R.; Ufnal, M. Hydrogen Sulfide in Pharmacotherapy, Beyond the

Hydrogen Sulfide-Donors. Biomolecules 2020, 10, 323. [CrossRef]
40. Kutz, J.L.; Greaney, J.L.; Santhanam, L.; Alexander, L.M. Evidence for a Functional Vasodilatatory Role for Hydrogen Sulfide in

the Human Cutaneous Microvasculature. J. Physiol. 2015, 593, 2121–2129. [CrossRef]
41. Misak, A.; Grman, M.; Bacova, Z.; Rezuchova, I.; Hudecova, S.; Ondriasova, E.; Krizanova, O.; Brezova, V.; Chovanec, M.; Ondrias,

K. Polysulfides and Products of H 2 S/S-Nitrosoglutathione in Comparison to H 2 S, Glutathione and Antioxidant Trolox Are
Potent Scavengers of Superoxide Anion Radical and Produce Hydroxyl Radical by Decomposition of H 2 O 2. Nitric Oxide 2018,
76, 136–151. [CrossRef]

42. Berg, J.; Tymoczko, J.L.; Stryer, L. Biochemistry; W.H. Freeman & Co.: New York, NY, USA, 2002.
43. Wesselink, E.; Koekkoek, W.A.C.; Grefte, S.; Witkamp, R.F.; van Zanten, A.R.H. Feeding Mitochondria: Potential Role of

Nutritional Components to Improve Critical Illness Convalescence. Clin. Nutr. 2019, 38, 982–995. [CrossRef]
44. Kulaev, I.; Vagabov, V.; Kulakovskaya, T. New Aspects of Inorganic Polyphosphate Metabolism and Function. J. Biosci. Bioeng.

1999, 88, 111–129. [CrossRef]
45. Pavlov, E.; Aschar-Sobbi, R.; Campanella, M.; Turner, R.J.; Gómez-García, M.R.; Abramov, A.Y. Inorganic Polyphosphate and

Energy Metabolism in Mammalian Cells. J. Biol. Chem. 2010, 285, 9420–9428. [CrossRef]
46. Fawcett, W.J.; Haxby, E.J.; Male, D.A. Magnesium: Physiology and Pharmacology. Br. J. Anaesth. 1999, 83, 302–320. [CrossRef]
47. Berthelot, A.; Arnaud, A.; Reba, A. Le Magnésium; John Libbey Eurotext: Paris, France, 2004.
48. Pasternak, K.; Kocot, J.; Horecka, A. Biochemistry of Magnesium. J. Elem. 2012, 13, 1136. [CrossRef]
49. Treiber, N.; Maity, P.; Singh, K.; Ferchiu, F.; Wlaschek, M.; Scharffetter-Kochanek, K. The Role of Manganese Superoxide Dismutase

in Skin Aging. Dermato Endocrinol. 2012, 4, 232–235. [CrossRef]
50. Fattman, C.L.; Schaefer, L.M.; Oury, T.D. Extracellular Superoxide Dismutase in Biology and Medicine. Free Radic. Biol. Med. 2003,

35, 236–256. [CrossRef]
51. Chelikani, P.; Fita, I.; Loewen, P.C. Diversity of Structures and Properties among Catalases. Cell. Mol. Life Sci. 2004, 61, 192–208.

[CrossRef]
52. Ursini, F.; Bindoli, A. The Role of Selenium Peroxidases in the Protection against Oxidative Damage of Membranes. Chem. Phys.

Lipids 1987, 44, 255–276. [CrossRef]
53. Dröge, W. Free Radicals in the Physiological Control of Cell Function. Physiol. Rev. 2002, 82, 47–95. [CrossRef]
54. Halliwell, B.G. Free Radicals in Biology and Medicine; Oxford University: Oxford, UK, 2015.
55. Hamanaka, R.B.; Glasauer, A.; Hoover, P.; Yang, S.; Blatt, H.; Mullen, A.R.; Getsios, S.; Gottardi, C.J.; DeBerardinis, R.J.; Lavker, R.M.; et al.

Mitochondrial Reactive Oxygen Species Promote Epidermal Differentiation and Hair Follicle Development. Sci. Signal. 2013, 6,
ra8. [CrossRef]

56. Pillai, S.; Bikle, D.D.; Mancianti, M.L.; Cline, P.; Hincenbergs, M. Calcium Regulation of Growth and Differentiation of Normal
Human Keratinocytes: Modulation of Differentiation Competence by Stages of Growth and Extracellular Calcium. J. Cell. Physiol.
1990, 143, 294–302. [CrossRef]

57. Elias, P.; Ahn, S.; Brown, B.; Crumrine, D.; Feingold, K.R. Origin of the Epidermal Calcium Gradient: Regulation by Barrier Status
and Role of Active vs Passive Mechanisms. J. Investig. Dermatol. 2002, 119, 1269–1274. [CrossRef]

58. Balaban, R.S.; Nemoto, S.; Finkel, T. Mitochondria, Oxidants, and Aging. Cell 2005, 120, 483–495. [CrossRef] [PubMed]
59. Valko, M.; Rhodes, C.J.; Moncol, J.; Izakovic, M.; Mazur, M. Free Radicals, Metals and Antioxidants in Oxidative Stress-Induced

Cancer. Chem. Biol. Interact. 2006, 160, 1–40. [CrossRef] [PubMed]
60. Jomova, K.; Valko, M. Advances in Metal-Induced Oxidative Stress and Human Disease. Toxicology 2011, 283, 65–87. [CrossRef]

[PubMed]
61. Bettger, W.J. Zinc and Selenium, Site-Specific versus General Antioxidation. Can. J. Physiol. Pharmacol. 1993, 71, 721–724.

[CrossRef]
62. Kang, S.; Li, R.; Jin, H.; You, H.J.; Ji, G.E. Effects of Selenium- and Zinc-Enriched Lactobacillus Plantarum SeZi on Antioxidant

Capacities and Gut Microbiome in an ICR Mouse Model. Antioxidants 2020, 9, 1028. [CrossRef]
63. Elias, P.M. Epidermal Lipids, Barrier Function, and Desquamation. J. Investig. Dermatol. 1983, 80, 44s–49s. [CrossRef]
64. Madison, K.C. Barrier Function of the Skin: “La Raison d’Être” of the Epidermis. J. Investig. Dermatol. 2003, 121, 231–241.

[CrossRef]
65. Haftek, M.; Dragomir, A. Cell Junctions. In Ghadially’s Ultrastructural Pathology of the Cell and Matrix, 7th ed.; Tylor and Francis:

Abingdon, UK.
66. Bikle, D.D.; Xie, Z.; Tu, C.-L. Calcium Regulation of Keratinocyte Differentiation. Expert Rev. Endocrinol. Metab. 2012, 7, 461–472.

[CrossRef]

http://doi.org/10.1016/S0753-3322(03)00012-X
http://doi.org/10.1517/17460441.2016.1122590
http://www.ncbi.nlm.nih.gov/pubmed/26593865
http://doi.org/10.1093/jn/136.6.1636S
http://www.ncbi.nlm.nih.gov/pubmed/16702333
http://doi.org/10.1155/2021/6652086
http://doi.org/10.3390/biom10020323
http://doi.org/10.1113/JP270054
http://doi.org/10.1016/j.niox.2017.09.006
http://doi.org/10.1016/j.clnu.2018.08.032
http://doi.org/10.1016/S1389-1723(99)80189-3
http://doi.org/10.1074/jbc.M109.013011
http://doi.org/10.1093/bja/83.2.302
http://doi.org/10.5601/jelem.2010.15.3.601-616
http://doi.org/10.4161/derm.21819
http://doi.org/10.1016/S0891-5849(03)00275-2
http://doi.org/10.1007/s00018-003-3206-5
http://doi.org/10.1016/0009-3084(87)90053-3
http://doi.org/10.1152/physrev.00018.2001
http://doi.org/10.1126/scisignal.2003638
http://doi.org/10.1002/jcp.1041430213
http://doi.org/10.1046/j.1523-1747.2002.19622.x
http://doi.org/10.1016/j.cell.2005.02.001
http://www.ncbi.nlm.nih.gov/pubmed/15734681
http://doi.org/10.1016/j.cbi.2005.12.009
http://www.ncbi.nlm.nih.gov/pubmed/16430879
http://doi.org/10.1016/j.tox.2011.03.001
http://www.ncbi.nlm.nih.gov/pubmed/21414382
http://doi.org/10.1139/y93-108
http://doi.org/10.3390/antiox9101028
http://doi.org/10.1038/jid.1983.12
http://doi.org/10.1046/j.1523-1747.2003.12359.x
http://doi.org/10.1586/eem.12.34


Int. J. Mol. Sci. 2022, 23, 6267 18 of 22

67. Lee, S.H.; Elias, P.M.; Proksch, E.; Menon, G.K.; Mao-Quiang, M.; Feingold, K.R. Calcium and Potassium Are Important Regulators
of Barrier Homeostasis in Murine Epidermis. J. Clin. Investig. 1992, 89, 530–538. [CrossRef]

68. Lee, S.E.; Lee, S.H. Skin Barrier and Calcium. Ann. Dermatol. 2018, 30, 265. [CrossRef]
69. Tu, C.-L.; Celli, A.; Mauro, T.; Chang, W. Calcium-Sensing Receptor Regulates Epidermal Intracellular Ca2+ Signaling and

Re-Epithelialization after Wounding. J. Investig. Dermatol. 2019, 139, 919–929. [CrossRef]
70. Mauro, T.; Bench, G.; Sidderas-Haddad, E.; Feingold, K.; Elias, P.; Cullander, C. Acute Barrier Perturbation Abolishes the Ca2+ and

K+ Gradients in Murine Epidermis: Quantitative Measurement Using PIXE. J. Investig. Dermatol. 1998, 111, 1198–1201. [CrossRef]
71. Denda, M.; Hosoi, J.; Asida, Y. Visual Imaging of Ion Distribution in Human Epidermis. Biochem. Biophys. Res. Commun. 2000, 272,

134–137. [CrossRef]
72. Denda, M.; Katagiri, C.; Hirao, T.; Maruyama, N.; Takahashi, M. Some Magnesium Salts and a Mixture of Magnesium and

Calcium Salts Accelerate Skin Barrier Recovery. Arch. Dermatol. Res. 1999, 291, 560–563. [CrossRef]
73. Denda, M. Methodology to Improve Epidermal Barrier Homeostasis: How to Accelerate the Barrier Recovery? Int. J. Cosmet. Sci.

2009, 31, 79–86. [CrossRef]
74. Proksch, E.; Nissen, H.-P.; Bremgartner, M.; Urquhart, C. Bathing in a Magnesium-Rich Dead Sea Salt Solution Improves Skin

Barrier Function, Enhances Skin Hydration, and Reduces Inflammation in Atopic Dry Skin. Int. J. Dermatol. 2005, 44, 151–157.
[CrossRef]

75. Menon, G.K.; Elias, P.M.; Lee, S.H.; Feingold, K.R. Localization of Calcium in Murine Epidermis Following Disruption and Repair
of the Permeability Barrier. Cell Tissue Res. 1992, 270, 503–512. [CrossRef]

76. Dong, S.; Ying, S.; Kojima, T.; Shiraiwa, M.; Kawada, A.; Méchin, M.-C.; Adoue, V.; Chavanas, S.; Serre, G.; Simon, M.; et al.
Crucial Roles of MZF1 and Sp1 in the Transcriptional Regulation of the Peptidylarginine Deiminase Type I Gene (PADI1) in
Human Keratinocytes. J. Investig. Dermatol. 2008, 128, 549–557. [CrossRef]

77. Méchin, M.-C.; Coudane, F.; Adoue, V.; Arnaud, J.; Duplan, H.; Charveron, M.; Schmitt, A.-M.; Takahara, H.; Serre, G.; Simon, M.
Deimination Is Regulated at Multiple Levels Including Auto-Deimination of Peptidylarginine Deiminases. Cell. Mol. Life Sci.
2010, 67, 1491–1503. [CrossRef]

78. Eckert, R.L.; Sturniolo, M.T.; Broome, A.-M.; Ruse, M.; Rorke, E.A. Transglutaminase Function in Epidermis. J. Investig. Dermatol.
2005, 124, 481–492. [CrossRef]

79. Egelrud, T.; Lundström, A. The Dependence of Detergent-Induced Cell Dissociation in Non-Palmo-Plantar Stratum Corneum on
Endogenous Proteolysis. J. Investig. Dermatol. 1990, 95, 456–459. [CrossRef]

80. Hennings, H.; Kruszewski, F.H.; Yuspa, S.H.; Tucker, R.W. Intracellular Calcium Alterations in Response to Increased External
Calcium in Normal and Neoplastic Keratinocytes. Carcinogenesis 1989, 10, 777–780. [CrossRef]

81. Li, L.; Tucker, R.W.; Hennings, H.; Yuspa, S.H. Inhibitors of the Intracellular Ca(2+)-ATPase in Cultured Mouse Keratinocytes
Reveal Components of Terminal Differentiation That Are Regulated by Distinct Intracellular Ca2+ Compartments. Cell Growth
Differ. 1995, 6, 1171–1184.

82. Lee, S.H.; Elias, P.M.; Feingold, K.R.; Mauro, T. A Role for Ions in Barrier Recovery after Acute Perturbation. J. Investig. Dermatol.
1994, 102, 976–979. [CrossRef]

83. Missiaen, L.; Robberecht, W.; van den Bosch, L.; Callewaert, G.; Parys, J.B.; Wuytack, F.; Raeymaekers, L.; Nilius, B.; Eggermont, J.;
De Smedt, H. Abnormal Intracellular CA(2+)Homeostasis and Disease. Cell Calcium 2000, 28, 1–21. [CrossRef]

84. Sakuntabhai, A.; Ruiz-Perez, V.; Carter, S.; Jacobsen, N.; Burge, S.; Monk, S.; Smith, M.; Munro, C.S.; O’Donovan, M.; Craddock, N.; et al.
Mutations in ATP2A2, Encoding a Ca2+ Pump, Cause Darier Disease. Nat. Genet. 1999, 21, 271–277. [CrossRef]

85. Hu, Z.; Bonifas, J.M.; Beech, J.; Bench, G.; Shigihara, T.; Ogawa, H.; Ikeda, S.; Mauro, T.; Epstein, E.H. Mutations in ATP2C1,
Encoding a Calcium Pump, Cause Hailey-Hailey Disease. Nat. Genet. 2000, 24, 61–65. [CrossRef]

86. Tenaud, I.; Leroy, S.; Chebassier, N.; Dreno, B. Zinc, Copper and Manganese Enhanced Keratinocyte Migration through a
Functional Modulation of Keratinocyte Integrins. Exp. Dermatol. 2000, 9, 407–416. [CrossRef]

87. Zhu, A.J.; Haase, I.; Watt, F.M. Signaling via 1 Integrins and Mitogen-Activated Protein Kinase Determines Human Epidermal
Stem Cell Fate In Vitro. Proc. Natl. Acad. Sci. USA 1999, 96, 6728–6733. [CrossRef]

88. Haftek, M.; Mac-Mary, S.; Le Bitoux, M.-A.; Creidi, P.; Seité, S.; Rougier, A.; Humbert, P. Clinical, Biometric and Structural
Evaluation of the Long-Term Effects of a Topical Treatment with Ascorbic Acid and Madecassoside in Photoaged Human Skin.
Exp. Dermatol. 2008, 17, 946–952. [CrossRef]

89. Harris, E.D.; Rayton, J.K.; Balthrop, J.E.; Di Silvestro, R.A.; Garcia-de-Quevedo, M. Copper and the Synthesis of Elastin and
Collagen. Ciba Found. Symp. 1980, 79, 163–182. [CrossRef] [PubMed]

90. Mio, K.; Yamashita, M.; Odake, Y.; Tamai, H.; Takada, K. Coenzyme A Stimulates Collagen Production in Cultured Fibroblasts;
Possible Mechanisms in Enzymatic and Gene Expression. Arch. Dermatol. Res. 2001, 293, 522–531. [CrossRef] [PubMed]

91. Bin, B.-H.; Bhin, J.; Seo, J.; Kim, S.-Y.; Lee, E.; Park, K.; Choi, D.-H.; Takagishi, T.; Hara, T.; Hwang, D.; et al. Requirement of
Zinc Transporter SLC39A7/ZIP7 for Dermal Development to Fine-Tune Endoplasmic Reticulum Function by Regulating Protein
Disulfide Isomerase. J. Investig. Dermatol. 2017, 137, 1682–1691. [CrossRef] [PubMed]

92. Levene, C.I. Diseases of the Collagen Molecule. J. Clin. Pathol. Suppl. (R. Coll. Pathol). 1978, 12, 82–94. [CrossRef]
93. Rucker, R.B.; Kosonen, T.; Clegg, M.S.; Mitchell, A.E.; Rucker, B.R.; Uriu-Hare, J.Y.; Keen, C.L. Copper, Lysyl Oxidase, and

Extracellular Matrix Protein Cross-Linking. Am. J. Clin. Nutr. 1998, 67, 996S–1002S. [CrossRef]

http://doi.org/10.1172/JCI115617
http://doi.org/10.5021/ad.2018.30.3.265
http://doi.org/10.1016/j.jid.2018.09.033
http://doi.org/10.1046/j.1523-1747.1998.00421.x
http://doi.org/10.1006/bbrc.2000.2739
http://doi.org/10.1007/s004030050454
http://doi.org/10.1111/j.1468-2494.2008.00487.x
http://doi.org/10.1111/j.1365-4632.2005.02079.x
http://doi.org/10.1007/BF00645052
http://doi.org/10.1038/sj.jid.5701048
http://doi.org/10.1007/s00018-010-0262-5
http://doi.org/10.1111/j.0022-202X.2005.23627.x
http://doi.org/10.1111/1523-1747.ep12555620
http://doi.org/10.1093/carcin/10.4.777
http://doi.org/10.1111/1523-1747.ep12384225
http://doi.org/10.1054/ceca.2000.0131
http://doi.org/10.1038/6784
http://doi.org/10.1038/71701
http://doi.org/10.1034/j.1600-0625.2000.009006407.x
http://doi.org/10.1073/pnas.96.12.6728
http://doi.org/10.1111/j.1600-0625.2008.00732.x
http://doi.org/10.1002/9780470720622.ch9
http://www.ncbi.nlm.nih.gov/pubmed/6110524
http://doi.org/10.1007/PL00007467
http://www.ncbi.nlm.nih.gov/pubmed/11820729
http://doi.org/10.1016/j.jid.2017.03.031
http://www.ncbi.nlm.nih.gov/pubmed/28545780
http://doi.org/10.1136/jcp.31.Suppl_12.82
http://doi.org/10.1093/ajcn/67.5.996S


Int. J. Mol. Sci. 2022, 23, 6267 19 of 22

94. Nagase, H. Matrix Metalloproteinase 3/Stromelysin 1. In Handbook of Proteolytic Enzymes; Elsevier: Amsterdam, The Netherlands,
2013; pp. 763–774.

95. Sbardella, D.; Fasciglione, G.F.; Gioia, M.; Ciaccio, C.; Tundo, G.R.; Marini, S.; Coletta, M. Human Matrix Metalloproteinases: An
Ubiquitarian Class of Enzymes Involved in Several Pathological Processes. Mol. Aspects Med. 2012, 33, 119–208. [CrossRef]

96. Sreedhar, A.; Aguilera-Aguirre, L.; Singh, K.K. Mitochondria in Skin Health, Aging, and Disease. Cell Death Dis. 2020, 11, 444.
[CrossRef]

97. Simbulan-Rosenthal, C.M.; Gaur, A.; Sanabria, V.A.; Dussan, L.J.; Saxena, R.; Schmidt, J.; Kitani, T.; Chen, Y.; Rahim, S.; Uren, A.; et al.
Inorganic Polyphosphates Are Important for Cell Survival and Motility of Human Skin Keratinocytes. Exp. Dermatol. 2015, 24,
636–639. [CrossRef]

98. Carney, B.C.; Simbulan-Rosenthal, C.M.; Gaur, A.; Browne, B.J.; Moghe, M.; Crooke, E.; Moffatt, L.T.; Shupp, J.W.; Rosenthal, D.S.
Inorganic Polyphosphate in Platelet Rich Plasma Accelerates Re-Epithelialization in Vitro and In Vivo. Regen. Ther. 2020, 15,
138–148. [CrossRef]

99. Abramov, A.Y.; Fraley, C.; Diao, C.T.; Winkfein, R.; Colicos, M.A.; Duchen, M.R.; French, R.J.; Pavlov, E. Targeted Polyphosphatase
Expression Alters Mitochondrial Metabolism and Inhibits Calcium-Dependent Cell Death. Proc. Natl. Acad. Sci. USA 2007, 104,
18091–18096. [CrossRef]

100. Schepler, H.; Wang, X.; Neufurth, M.; Wang, S.; Schröder, H.C.; Müller, W.E.G. The Therapeutic Potential of Inorganic Polyphos-
phate: A Versatile Physiological Polymer to Control Coronavirus Disease (COVID-19). Theranostics 2021, 11, 6193–6213. [CrossRef]

101. Grzesiak, J.J.; Pierschbacher, M.D. Shifts in the Concentrations of Magnesium and Calcium in Early Porcine and Rat Wound
Fluids Activate the Cell Migratory Response. J. Clin. Investig. 1995, 95, 227–233. [CrossRef]

102. Barr, P.J.; Tomei, L.D. Apoptosis and Its Role in Human Disease. Bio/Technology 1994, 12, 487–493. [CrossRef]
103. Lin, P.-H.; Sermersheim, M.; Li, H.; Lee, P.H.U.; Steinberg, S.M.; Ma, J. Zinc in Wound Healing Modulation. Nutrients 2017, 10, 16.

[CrossRef]
104. Penkowa, M.; Giralt, M.; Thomsen, P.S.; Carrasco, J.; Hidalgo, J. Zinc or Copper Deficiency-Induced Impaired Inflammatory

Response to Brain Trauma May Be Caused by the Concomitant Metallothionein Changes. J. Neurotrauma 2001, 18, 447–463.
[CrossRef]

105. Ruttkay-Nedecky, B.; Nejdl, L.; Gumulec, J.; Zitka, O.; Masarik, M.; Eckschlager, T.; Stiborova, M.; Adam, V.; Kizek, R. The Role of
Metallothionein in Oxidative Stress. Int. J. Mol. Sci. 2013, 14, 6044–6066. [CrossRef]

106. Ogawa, Y.; Kinoshita, M.; Shimada, S.; Kawamura, T. Zinc and Skin Disorders. Nutrients 2018, 10, 199. [CrossRef]
107. Rousselle, P.; Montmasson, M.; Garnier, C. Extracellular Matrix Contribution to Skin Wound Re-Epithelialization. Matrix Biol.

2019, 75–76, 12–26. [CrossRef]
108. Romano, A.; Greco, E.; Vendemiale, G.; Serviddio, G. Bioenergetics and Mitochondrial Dysfunction in Aging: Recent Insights for

a Therapeutical Approach. Curr. Pharm. Des. 2014, 20, 2978–2992. [CrossRef]
109. Short, K.R.; Bigelow, M.L.; Kahl, J.; Singh, R.; Coenen-Schimke, J.; Raghavakaimal, S.; Nair, K.S. Decline in Skeletal Muscle

Mitochondrial Function with Aging in Humans. Proc. Natl. Acad. Sci. USA 2005, 102, 5618–5623. [CrossRef]
110. Hekimi, S.; Lapointe, J.; Wen, Y. Taking a “Good” Look at Free Radicals in the Aging Process. Trends Cell Biol. 2011, 21, 569–576.

[CrossRef]
111. Muller, F. The Nature and Mechanism of Superoxide Production by the Electron Transport Chain: Its Relevance to Aging. J. Am.

Aging Assoc. 2000, 23, 227–253. [CrossRef]
112. Rinnerthaler, M.; Bischof, J.; Streubel, M.K.; Trost, A.; Richter, K. Oxidative Stress in Aging Human Skin. Biomolecules 2015, 5,

545–589. [CrossRef]
113. Gu, Y.; Han, J.; Jiang, C.; Zhang, Y. Biomarkers, Oxidative Stress and Autophagy in Skin Aging. Ageing Res. Rev. 2020, 59, 101036.

[CrossRef]
114. Majora, M.; Wittkampf, T.; Schuermann, B.; Schneider, M.; Franke, S.; Grether-Beck, S.; Wilichowski, E.; Bernerd, F.; Schroeder, P.;

Krutmann, J. Functional Consequences of Mitochondrial DNA Deletions in Human Skin Fibroblasts: Increased Contractile
Strength in Collagen Lattices Is Due to Oxidative Stress-Induced Lysyl Oxidase Activity. Am. J. Pathol. 2009, 175, 1019–1029.
[CrossRef]

115. Zoidis, E.; Seremelis, I.; Kontopoulos, N.; Danezis, G.P. Selenium-Dependent Antioxidant Enzymes: Actions and Properties of
Selenoproteins. Antioxidants 2018, 7, 66. [CrossRef]

116. Xia, W.; Hammerberg, C.; Li, Y.; He, T.; Quan, T.; Voorhees, J.J.; Fisher, G.J. Expression of Catalytically Active Matrix
Metalloproteinase-1 in Dermal Fibroblasts Induces Collagen Fragmentation and Functional Alterations That Resemble Aged
Human Skin. Aging Cell 2013, 12, 661–671. [CrossRef]

117. Freitas-Rodríguez, S.; Folgueras, A.R.; López-Otín, C. The Role of Matrix Metalloproteinases in Aging: Tissue Remodeling and
Beyond. Biochim. Biophys. Acta-Mol. Cell Res. 2017, 1864, 2015–2025. [CrossRef]

118. Gutowska-Owsiak, D.; Ogg, G.S. Cytokine Regulation of the Epidermal Barrier. Clin. Exp. Allergy. 2012, 43, 586–598. [CrossRef]
119. Wang, Z.; Man, M.-Q.; Li, T.; Elias, P.M.; Mauro, T.M. Aging-Associated Alterations in Epidermal Function and Their Clinical

Significance. Aging 2020, 12, 5551–5565. [CrossRef]
120. Rinnerthaler, M.; Streubel, M.K.; Bischof, J.; Richter, K. Skin Aging, Gene Expression and Calcium. Exp. Gerontol. 2015, 68, 59–65.

[CrossRef] [PubMed]

http://doi.org/10.1016/j.mam.2011.10.015
http://doi.org/10.1038/s41419-020-2649-z
http://doi.org/10.1111/exd.12729
http://doi.org/10.1016/j.reth.2020.07.004
http://doi.org/10.1073/pnas.0708959104
http://doi.org/10.7150/thno.59535
http://doi.org/10.1172/JCI117644
http://doi.org/10.1038/nbt0594-487
http://doi.org/10.3390/nu10010016
http://doi.org/10.1089/089771501750171056
http://doi.org/10.3390/ijms14036044
http://doi.org/10.3390/nu10020199
http://doi.org/10.1016/j.matbio.2018.01.002
http://doi.org/10.2174/13816128113196660700
http://doi.org/10.1073/pnas.0501559102
http://doi.org/10.1016/j.tcb.2011.06.008
http://doi.org/10.1007/s11357-000-0022-9
http://doi.org/10.3390/biom5020545
http://doi.org/10.1016/j.arr.2020.101036
http://doi.org/10.2353/ajpath.2009.080832
http://doi.org/10.3390/antiox7050066
http://doi.org/10.1111/acel.12089
http://doi.org/10.1016/j.bbamcr.2017.05.007
http://doi.org/10.1111/cea.12023
http://doi.org/10.18632/aging.102946
http://doi.org/10.1016/j.exger.2014.09.015
http://www.ncbi.nlm.nih.gov/pubmed/25262846


Int. J. Mol. Sci. 2022, 23, 6267 20 of 22

121. Rinnerthaler, M.; Richter, K. The Influence of Calcium on the Skin PH and Epidermal Barrier During Aging. Curr. Probl. Dermatol.
2018, 54, 79–86. [CrossRef] [PubMed]

122. Behne, M.J.; Meyer, J.W.; Hanson, K.M.; Barry, N.P.; Murata, S.; Crumrine, D.; Clegg, R.W.; Gratton, E.; Holleran, W.M.; Elias, P.M.; et al.
NHE1 Regulates the Stratum Corneum Permeability Barrier Homeostasis. Microenvironment Acidification Assessed with
Fluorescence Lifetime Imaging. J. Biol. Chem. 2002, 277, 47399–47406. [CrossRef] [PubMed]

123. Hachem, J.-P.; Behne, M.; Aronchik, I.; Demerjian, M.; Feingold, K.R.; Elias, P.M.; Mauro, T.M. Extracellular PH Controls NHE1
Expression in Epidermis and Keratinocytes: Implications for Barrier Repair. J. Investig. Dermatol. 2005, 125, 790–797. [CrossRef]
[PubMed]

124. Choi, E.H. Aging of the Skin Barrier. Clin. Dermatol. 2019, 37, 336–345. [CrossRef]
125. Celli, A.; Tu, C.-L.; Lee, E.; Bikle, D.D.; Mauro, T.M. Decreased Calcium-Sensing Receptor Expression Controls Calcium Signaling

and Cell-To-Cell Adhesion Defects in Aged Skin. J. Investig. Dermatol. 2021, 141, 2577–2586. [CrossRef]
126. Baumann, L. Skin Ageing and Its Treatment. J. Pathol. 2007, 211, 241–251. [CrossRef]
127. Lansdown, A.B. Physiological and Toxicological Changes in the Skin Resulting from the Action and Interaction of Metal Ions.

Crit. Rev. Toxicol. 1995, 25, 397–462. [CrossRef]
128. Módis, K.; Coletta, C.; Erdélyi, K.; Papapetropoulos, A.; Szabo, C. Intramitochondrial Hydrogen Sulfide Production by 3-

mercaptopyruvate Sulfurtransferase Maintains Mitochondrial Electron Flow and Supports Cellular Bioenergetics. FASEB J. 2013,
27, 601–611. [CrossRef]

129. Truong, D.H.; Eghbal, M.A.; Hindmarsh, W.; Roth, S.H.; O’Brien, P.J. Molecular Mechanisms of Hydrogen Sulfide Toxicity. Drug
Metab. Rev. 2006, 38, 733–744. [CrossRef]

130. Haftek, M.; Teillon, M.H.; Schmitt, D. Stratum Corneum, Corneodesmosomes and Ex Vivo Percutaneous Penetration. Microsc.
Res. Tech. 1998, 43, 242–249. [CrossRef]

131. Patzelt, A.; Lademann, J. Recent Advances in Follicular Drug Delivery of Nanoparticles. Expert Opin. Drug Deliv. 2020, 17, 49–60.
[CrossRef]

132. Chandrasekaran, N.C.; Sanchez, W.Y.; Mohammed, Y.H.; Grice, J.E.; Roberts, M.S.; Barnard, R.T. Permeation of Topically Applied
Magnesium Ions through Human Skin Is Facilitated by Hair Follicles. Magnes. Res. 2016, 29, 35–42. [CrossRef]

133. Matz, H.; Orion, E.; Wolf, R. Balneotherapy in Dermatology. Dermatol. Ther. 2003, 16, 132–140. [CrossRef]
134. Huang, A.; Seité, S.; Adar, T. The Use of Balneotherapy in Dermatology. Clin. Dermatol. 2018, 36, 363–368. [CrossRef]
135. Cacciapuoti, S.; Luciano, M.A.; Megna, M.; Annunziata, M.C.; Napolitano, M.; Patruno, C.; Scala, E.; Colicchio, R.; Pagliuca, C.;

Salvatore, P.; et al. The Role of Thermal Water in Chronic Skin Diseases Management: A Review of the Literature. J. Clin. Med.
2020, 9, 3047. [CrossRef]

136. Valitutti, S.; Castellino, F.; Musiani, P. Effect of Sulfurous (Thermal) Water on T Lymphocyte Proliferative Response. Ann. Allergy
1990, 65, 463–468.

137. Joly, F.; Galoppin, L.; Bordat, P.; Cousse, H.; Neuzil, E. Calcium and Bicarbonate Ions Mediate the Inhibition of Mast Cell
Histamine Release by Avène Spa Water. Fundam. Clin. Pharmacol. 2000, 14, 611–613. [CrossRef]

138. Prandelli, C.; Parola, C.; Buizza, L.; Delbarba, A.; Marziano, M.; Salvi, V.; Zacchi, V.; Memo, M.; Sozzani, S.; Calza, S.; et al.
Sulfurous Thermal Water Increases the Release of the Anti-Inflammatory Cytokine IL-10 and Modulates Antioxidant Enzyme
Activity. Int. J. Immunopathol. Pharmacol. 2013, 26, 633–646. [CrossRef]

139. Zöller, N.; Valesky, E.; Hofmann, M.; Bereiter-Hahn, J.; Bernd, A.; Kaufmann, R.; Meissner, M.; Kippenberger, S. Impact of
Different Spa Waters on Inflammation Parameters in Human Keratinocyte HaCaT Cells. Ann. Dermatol. 2015, 27, 709–714.
[CrossRef]

140. Sen, N.; Paul, B.D.; Gadalla, M.M.; Mustafa, A.K.; Sen, T.; Xu, R.; Kim, S.; Snyder, S.H. Hydrogen Sulfide-Linked Sulfhydration of
NF-KB Mediates Its Antiapoptotic Actions. Mol. Cell 2012, 45, 13–24. [CrossRef]

141. Xie, X.; Dai, H.; Zhuang, B.; Chai, L.; Xie, Y.; Li, Y. Exogenous Hydrogen Sulfide Promotes Cell Proliferation and Differentiation
by Modulating Autophagy in Human Keratinocytes. Biochem. Biophys. Res. Commun. 2016, 472, 437–443. [CrossRef]

142. Wallace, J.L.; Ferraz, J.G.P.; Muscara, M.N. Hydrogen Sulfide: An Endogenous Mediator of Resolution of Inflammation and Injury.
Antioxid. Redox Signal. 2012, 17, 58–67. [CrossRef]

143. Xie, L.; Gu, Y.; Wen, M.; Zhao, S.; Wang, W.; Ma, Y.; Meng, G.; Han, Y.; Wang, Y.; Liu, G.; et al. Hydrogen Sulfide Induces
Keap1 S-Sulfhydration and Suppresses Diabetes-Accelerated Atherosclerosis via Nrf2 Activation. Diabetes 2016, 65, 3171–3184.
[CrossRef]

144. Papapetropoulos, A.; Pyriochou, A.; Altaany, Z.; Yang, G.; Marazioti, A.; Zhou, Z.; Jeschke, M.G.; Branski, L.K.; Herndon, D.N.;
Wang, R.; et al. Hydrogen Sulfide Is an Endogenous Stimulator of Angiogenesis. Proc. Natl. Acad. Sci. USA 2009, 106, 21972–21977.
[CrossRef]

145. Ying, J.; Wang, Q.; Jiang, M.; Wang, X.; Liu, W.; Wang, X.; Zhang, C.; Xiang, L. Hydrogen Sulfide Promotes Cell Proliferation and
Melanin Synthesis in Primary Human Epidermal Melanocytes. Skin Pharmacol. Physiol. 2020, 33, 61–68. [CrossRef]

146. Carbajo, J.M.; Maraver, F. Sulfurous Mineral Waters: New Applications for Health. Evid. Based. Complement. Alternat. Med. 2017,
2017, 8034084. [CrossRef]

147. Silva, A.; Oliveira, A.S.; Vaz, C.V.; Correia, S.; Ferreira, R.; Breitenfeld, L.; Martinez-de-Oliveira, J.; Palmeira-de-Oliveira, R.;
Pereira, C.M.F.; Palmeira-de-Oliveira, A.; et al. Anti-Inflammatory Potential of Portuguese Thermal Waters. Sci. Rep. 2020, 10,
22313. [CrossRef] [PubMed]

http://doi.org/10.1159/000489521
http://www.ncbi.nlm.nih.gov/pubmed/30130776
http://doi.org/10.1074/jbc.M204759200
http://www.ncbi.nlm.nih.gov/pubmed/12221084
http://doi.org/10.1111/j.0022-202X.2005.23836.x
http://www.ncbi.nlm.nih.gov/pubmed/16185280
http://doi.org/10.1016/j.clindermatol.2019.04.009
http://doi.org/10.1016/j.jid.2021.03.025
http://doi.org/10.1002/path.2098
http://doi.org/10.3109/10408449509049339
http://doi.org/10.1096/fj.12-216507
http://doi.org/10.1080/03602530600959607
http://doi.org/10.1002/(SICI)1097-0029(19981101)43:3&lt;242::AID-JEMT6&gt;3.0.CO;2-G
http://doi.org/10.1080/17425247.2020.1700226
http://doi.org/10.1684/mrh.2016.0402
http://doi.org/10.1046/j.1529-8019.2003.01622.x
http://doi.org/10.1016/j.clindermatol.2018.03.010
http://doi.org/10.3390/jcm9093047
http://doi.org/10.1111/j.1472-8206.2000.tb00447.x
http://doi.org/10.1177/039463201302600307
http://doi.org/10.5021/ad.2015.27.6.709
http://doi.org/10.1016/j.molcel.2011.10.021
http://doi.org/10.1016/j.bbrc.2016.01.047
http://doi.org/10.1089/ars.2011.4351
http://doi.org/10.2337/db16-0020
http://doi.org/10.1073/pnas.0908047106
http://doi.org/10.1159/000506818
http://doi.org/10.1155/2017/8034084
http://doi.org/10.1038/s41598-020-79394-9
http://www.ncbi.nlm.nih.gov/pubmed/33339881


Int. J. Mol. Sci. 2022, 23, 6267 21 of 22

148. Guéniche, A.; Viac, J.; Lizard, G.; Charveron, M.; Schmitt, D. Protective Effect of Zinc on Keratinocyte Activation Markers Induced
by Interferon or Nickel. Acta Derm. Venereol. 1995, 75, 19–23. [CrossRef] [PubMed]

149. Shahi, A.; Aslani, S.; Ataollahi, M.; Mahmoudi, M. The Role of Magnesium in Different Inflammatory Diseases. Inflammopharma-
cology 2019, 27, 649–661. [CrossRef] [PubMed]

150. Battin, E.E.; Brumaghim, J.L. Antioxidant Activity of Sulfur and Selenium: A Review of Reactive Oxygen Species Scavenging,
Glutathione Peroxidase, and Metal-Binding Antioxidant Mechanisms. Cell Biochem. Biophys. 2009, 55, 1–23. [CrossRef]

151. Berthon, G. Is Copper Pro- or Anti-Inflammatory? A Reconciling View and a Novel Approach for the Use of Copper in the
Control of Inflammation. Agents Actions 1993, 39, 210–217. [CrossRef]

152. Miche, H.; Brumas, V.; Berthon, G. Copper(II) Interactions with Nonsteroidal Antiinflammatory Agents. II. Anthranilic Acid as a
Potential OH-Inactivating Ligand. J. Inorg. Biochem. 1997, 68, 27–38. [CrossRef]

153. Thomas, I. Gold Therapy and Its Indications in Dermatology. A Review. J. Am. Acad. Dermatol. 1987, 16, 845–854. [CrossRef]
154. Penneys, N.S.; Kramer, K.; Gottlieb, N.L. The Quantitative Distribution of Gold in Skin during Chrysotherapy. J. Investig. Dermatol.

1975, 65, 331–333. [CrossRef]
155. Nešporová, K.; Pavlík, V.; Šafránková, B.; Vágnerová, H.; Odráška, P.; Žídek, O.; Císařová, N.; Skoroplyas, S.; Kubala, L.; Velebný, V.
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