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The structure, function, and regulation of desmosomal adhesion in vivo are discussed. Most desmosomes in tissues exhibit
calcium-independent adhesion, which is strongly adhesive or “hyperadhesive”. This is fundamental to tissue strength. Almost all
studies in culture are done on weakly adhesive, calcium-dependent desmosomes, although hyperadhesion can be readily obtained
in confluent cell culture. Calcium dependence is a default condition in vivo, found in wounds and embryonic development.
Hyperadhesion appears to be associated with an ordered arrangement of the extracellular domains of the desmosomal cadherins,
which gives rise to the intercellular midline identified in ultrastructural studies. This in turn probably depends on molecular order
in the desmosomal plaque. Protein kinase C downregulates hyperadhesion and there is preliminary evidence that it may also be
regulated by tyrosine kinases. Downregulation of desmosomes in vivo may occur by internalisation of whole desmosomes rather
than disassembly. Hyperadhesion has implications for diseases such as pemphigus.

1. Introduction

Desmosomes are intercellular junctions that are uniquely
able to provide very strong intercellular adhesion [1, 2]. This
is especially important in tissues that are subject to mechan-
ical stress such as epidermis and cardiac muscle. They are
present in the lowliest, jawless vertebrates, hagfishes, but
appear to be absent from our nearest chordate ancestors [3–
7]. It is probable, therefore, that they have played a key role in
vertebrate evolution by contributing to a strong integument
and a powerful heart.

Desmosomes are composed of a small number of well-
defined molecular components (Figure 1). These are their
adhesion molecules, the desmosomal cadherins desmoglein
and desmocollin, the plakin desmoplakin that links the
adhesion molecules to the intermediate filaments (IFs), and
the armadillo proteins plakoglobin and plakophilin that
link the adhesion molecules to desmoplakin and appear to
regulate desmosomal assembly and size. For details please see
recent reviews in [1, 9–16].

2. Epithelial Cells In Vivo: Some Myths and
Specific Junctional Considerations

The major topic of this review will be a consideration of
how desmosomes function in vivo with particular reference

to their adhesive properties. It is relatively easy to study
cell behaviour and function in culture. Cellular organelles
are readily visualized, extracted, and subjected to a wide
range of analytical techniques. The results obtained are often
striking, but are they relevant in vivo? At worst they may be
complete artefacts; at best they may suggest a relevant in vivo
mechanism, but this needs to be demonstrated. An ideal but
perhaps unrealistic goal would be for all discoveries made
in tissue culture to be followed by attempts to show their
relevance in vivo.

We have a striking example of this in the field of cell adhe-
sion. Focal contacts are small, usually elongated structures of
the order of 1 μm in length where the basal surfaces of cells
spread on solid surfaces in culture approach the substratum
to a separation of about 15 nm [17]. Cytoplasmically they
provide the insertion points for actin stress fibers. They
are easily visualized by interference refection microscopy,
electron microscopy, or fluorescence imaging of any one of
a prodigious number of proteins that are associated with
them [17, 18]. They are fascinating structures but what is
their relevance in vivo? This issue seems hardly to have been
addressed, though it is beginning to be [19, 20]. An extreme
view, hopefully incorrect, would be that they are culture
artifacts and that their study does little to elucidate relevant
in vivo mechanisms of cell adhesion.
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Figure 1: Schematic model of a desmosome showing the relative positions of the major desmosomal components. (See Figure 4 for an
electron micrograph of desmosomes.) The scale on the right-hand side indicates distance in nanometres. The figure is largely based on the
immunogold labelling experiments of North et al. [8]. Reproduced from the study by Garrod and Chidgey in [1].

Desmosomes occur predominantly in epithelial cells. In
vivo these cells contribute to epithelia, which are continuous
or confluent cell sheets providing dynamic barriers between
body compartments. The confluence of the sheet is vital;
without it the barrier function of the epithelium cannot be
maintained. If confluence is broken in a healthy individual,
the epithelium repairs itself to restore the barrier as rapidly
as possible, as most easily and dramatically seen in epidermal
wound healing.

Maintenance of confluence and barrier function appears
to be a compulsive behaviour of epithelial cells. Intercellular
junctions, including desmosomes, are key contributors to
this process. Two commonly held myths in cell biology
are that (i) cells lose adhesion during cell division and (ii)
cell division is inhibited by intercellular contact, the so-
called “contact inhibition of cell division”. The former notion
seems to have arisen from watching isolated fibroblasts

round up when they divide in culture. Certainly cell division
necessitates a change of shape and some remodelling of cell
contacts. But epithelial cells in confluent sheets, both in
culture and in vivo, retain tight and adherens junctions and
desmosomes throughout cell division [21] (Figure 2). If this
were not the case, the barrier function of the epithelium
would be compromised every time a cell divided. The drive
to maintain confluence and barrier function is also manifest
when cells in epithelial cell sheets undergo apoptosis. The
dying cell is often extruded from the sheet and this would
leave a hole if nothing were done about it. In fact neighbours
of the extruded cell move to fill the gap, zipping up junctions
as they go and presumably enabling a seamless continuity
of barrier function [22]. Although junctions are maintained
throughout these processes, it is likely that modulation of
junctions in localised regions of the cell surface may be
required in order to facilitate cell shape changes.
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Figure 2: Epithelial cells retain junctional contact during cell division. (a) and (b) MDCK cells stained with monoclonal antibody to
desmoplakin by the ABC technique and counterstained with haematoxylin. (a) Cells at various stages of division are shown: w, anaphase; x,
telophase; y, early cytokinesis; z, advanced cytokinesis. All dividing cells show prominent peripheral staining for desmoplakin. In some cases
(e.g., small arrowhead), the desmoplakin staining is punctate and not obviously confined to the cell periphery. However, similar staining
is commonly seen in nondividing cells (e.g., large arrowhead) and appears to be due to oblique viewing of the cell interfaces. (b) High-
power photographs of similar cell in advanced cytokinesis. Note the prominent peripheral desmoplakin staining, even at the borders of
the cleavage furrow. Although the cytoplasm is generally more darkly staining than that of neighbouring non-dividing cells, this does not
indicate desmosome internalisation (see following fluorescence micrographs). Bars: 20 m (a) and 10 m (b) (c)–(e) MDCK cells stained with
monoclonal antibody to desmoplakin and propidium iodide to show chromosomes. (c) Two cells in metaphase, (d) cell in early anaphase,
and (e) cell in late anaphase. All dividing cells show peripheral punctate staining for desmoplakin, comparable to that seen in non-dividing
neighbours. However, no punctate staining indicative of desmosome internalisation is present in the cytoplasm of the dividing cells. Bar:
10 m. (f)–(i) MDCK cells stained with monoclonal antibody to tight junction protein ZO-1. (j)–(m) Corresponding phase-contrast images.
The cell in (F,J) is in prophase, that in (g) and (k) in metaphase and those in the remaining pictures in telophase. Each dividing cell is
surrounded by a complete ring of ZO-1 staining and shows no evidence of junction internalization or disruption. Dividing cells in epidermis
and intestine also showed retention of junctions by electron microscopy. Bar: 10 m. Reproduced from the study by Baker and Garrod in [21].
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Maintenance of cell-cell contact during cell division
graphically demonstrates that division of epithelial cells is
not inhibited by intercellular contact. A careful analysis of
fibroblast division has shown that this is also not inhibited
by contact [23]. A moment’s thought about cells in vivo
suffices to conclude that the very existence of multicellular
organisms would be impossible if there were such a thing
as “contact inhibition of cell division”. In vivo all epithelial
cells are in continuous or confluent cell sheets, yet many
epithelia exhibit rapid cell turnover involving continuous cell
division to replenish lost cells. How would this be possible if
cell division were inhibited by intercellular contact? In saying
this it is also recognised that cell-cell adhesion can contribute
to the regulation of the plane and, in some cases, the rate of
cell division and the latter may be particularly important in
some situations, for example, in cancer [24–27].

The key reason for retention of junctions during cell
division is that epithelial barriers must be maintained at
all costs. Small skin wounds can be tolerated temporarily
provided that the hole is rapidly plugged by a clot and that
the epidermal covering is restored with reasonable alacrity.
When the epidermal barrier is severely compromised, as in
extensive burning, the consequences are lethal. Intercellular
junctions are vital for the barrier as illustrated by some
human mutations and engineered defects in mice [28–32] in
which loss of junctional function compromises the epider-
mal barrier causing rapid neonatal death. Less obvious but
equally important is the maintenance of internal epithelial
barriers. Diminished barrier function in the gut gives rise
to inflammatory bowel disease and airway epithelial barrier
is compromised both in asthma and by invading allergens,
leading to enhanced allergen delivery and respiratory allergy
[33, 34].

When interpreting studies on cultured epithelial cells
careful attention should be given to the degree of culture
confluence under which the observations were made. Many
such observations are made on subconfluent cells. This is fine
provided it is recognised that subconfluent epithelial cells
are in an abnormal or “activated” state broadly equivalent
to cells at the edge of a wound. The behaviour of such cells
is fundamentally different from the behaviour of epithelial
cells in cell sheets in culture or, most important, in vivo. A
simple example will illustrate this. Clumps of subconfluent
cultured epithelial cells such as MDCK treated with hep-
atocytes growth factor (HGF) (scatter factor) will scatter,
undergoing epithelial-mesenchymal transition (EMT) and
downregulating their intercellular junctions [35, 36]. Other
growth factors produce similar effects with other types of
epithelial cell. However, treatment of confluent epithelial
cells with HGF or a range of other growth factors has no
effect whatsoever on cell-cell adhesion [37]. Thus, although
scattering by growth factors and EMT are fascinating
behaviours, some change in the epithelium equivalent to
wounding or “activation” would appear necessary for them
to become relevant to an epithelium in vivo. However, the
essential role for such signalling mechanisms in specific
in vivo aspects of cell migration, for example, limb bud
development, is clear [38].

For many purposes confluent cells are less easy to study
than subconfluent cells. However, confluence is essential if it
is desired to approach in culture the “normal” situation for
epithelial cells in vivo.

3. Calcium-Induced Desmosome
Assembly and Its Significance

It is frequently stated that desmosomal adhesion is calcium
dependent. This is because of the following. (a) The desmo-
somal adhesion molecules, desmocollin and desmoglein,
are members of the cadherin family and bind calcium; (b)
desmosomes (and other junctions) do not form when cells
are cultured at an extracellular calcium concentration of
<0.1 mM; (c) when the calcium concentration is raised,
desmosomes form rapidly between cells cultured as in (b);
(d) desmosomal adhesion is lost by subconfluent or early
confluent cells when extracellular calcium is depleted.

This is all indisputable but it must be realised that
desmosomes in tissues do not behave and are not regulated in
this way. In the first place the calcium concentration of tissue
fluid is rigorously maintained at about 1 mM. Variations
from this level have serious consequences for many bodily
functions including nerve conduction and muscle contrac-
tion. It is therefore unlikely in the extreme that variations in
extracellular calcium concentration have anything to do with
the regulation of cell adhesion in vivo. At worst, observations
on junctional changes induced by “calcium switching” in
culture may be completely artefactual. On the other hand
“calcium switching” may be a suitable model for junction
assembly in vivo, but this needs to be rigorously tested.

Calcium-induced desmosome assembly appears to be a
simple process of stabilisation of adhesion. Cells cultured in
low-calcium medium (LCM) synthesise desmosomal com-
ponents [39, 40]. The desmosomal cadherins, or assemblies
of desmosomal proteins in the form of half-desmosomes,
are transported to the cell surface where they are unable to
participate in adhesive binding [39, 41]. They are therefore
internalised and degraded, so in LCM they have short half-
lives. Desmoplakin also has a short half life in LCM but
usually appears to remain in the cytoplasm in punctate form
associated with the cytoskeleton, or in a more diffuse pool
[42, 43]. When the calcium concentration is raised, adhesion
is triggered and desmosomes assemble at cell interfaces, a
process that continues for up to 36 hours in MDCK cells [42–
46]. Such desmosomes become relatively stable structures;
nevertheless desmocollin remains fairly mobile [47].

Adhesion is triggered because a calcium concentration
of ca. 1 mM is necessary to maintain cadherin extracellular
domains in an extended configuration such that they are
adhesion competent [48]. In vivo every cadherin molecule
emerging onto the cell surface is instantly exposed to such
a concentration of calcium (intracellular calcium is in the
M range) and therefore will immediately become adhesion
competent. Thus the only calcium switch in vivo probably
occurs when a molecule emerges from the intracellular into
the extracellular environment.

A similar argument indicates that calcium depletion does
not induce loss of junctional adhesion in vivo. On the other
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hand, depletion or chelation of extracellular calcium can be
used as an experimental assay of desmosomal adhesiveness.
Calcium depletion applied to subconfluent or early con-
fluent epithelial cells in culture induces a genuine loss of
desmosomal adhesion, which is a splitting of desmosomes
through the intercellular region, resulting in the formation
of half desmosomes that are subsequently internalized by
the cells [49, 50]. This presumably occurs because of the
reverse of the process described above; the cadherin extra-
cellular domains lose their extended, adhesion-competent
configuration. However, this type of “calcium-dependent”
desmosomal adhesion, though commonly encountered with
cells in culture, appears to be rare in vivo, only being
encountered in special situations where cells are “activated”
for tissue modelling or remodelling, such as embryonic
development or wound closure.

4. Desmosomes Form an Insoluble Complex
with Intermediate Filaments

Fey et al. sequentially extracted confluent epithelial cells to
generate the nuclear matrix-intermediate filament (NM-IF)
scaffold [51]. This is the cytoskeletal network remaining
after extraction with the nonionic detergent Triton X-100,
high salt, RNase, and DNase. The NM-IF contains junctional
components including desmosomes, as verified by electron
microscopy. To dissolve the NM-IF it was necessary to treat
it with sodium dodecyl sulphate (SDS) and a reducing agent
or urea. Even when isolated from intermediate filaments,
desmosomes remain highly insoluble. Thus desmosomes
isolated from bovine nasal epithelium by treatment with
citric acid-sodium citrate buffer at pH2.6, which dissolves
keratin filaments, have to be dialysed for hours against SDS-
containing buffer in order to dissolve them [52, 53].

Such insolubility is an indicator of the toughness of
desmosome that fits them for their role of extremely
strong adhesion. From the biologist’s viewpoint it makes it
extremely difficult to study protein-protein interactions in
desmosomes because dissolving them disrupts such inter-
actions. Many biochemical procedures such as pull-down
assays carried out on various soluble fractions of cultured
cells must therefore be interpreted with extreme caution
when applied to desmosomal components because they do
not provide information relating to intact desmosomes. The
interactions that they reveal apply to upstream events, that
is, prior to desmosome assembly, or downstream events, that
is, after proteins have left the desmosome. They may also
reflect interactions within desmosomes but it should not be
assumed that they do without further proof.

5. Desmosome “Modulation” Requires
Epithelial Confluence

Using the calcium chelation assay it has been shown that,
while the maintenance of desmosomal adhesion is initially
calcium dependent, it matures to become functionally
calcium independent [37, 45, 46, 54] (Figure 3). Mature,
calcium-independent desmosomes do not lose adhesion and

split in the intercellular space when extracellular calcium is
depleted. Although other types of junction, the tight and
adherens junctions, may break down leading to substantial
loss of intercellular adhesion, the desmosomes remain
adherent and continue to bind cells together [37, 50, 54].
This can cause the cells to adopt a stellate appearance since,
although largely rounded, they remain attached at points
where desmosomes accumulate during the retraction process
[37] (Figure 3).

Development of calcium independence requires culture
confluence. If cells are maintained at subconfluent density,
calcium independence does not develop [37]. In confluent
epithelial cell cultures the onset of calcium independence is
gradual, in the sense that it takes several days for all of the
cells to acquire mature desmosomes [37, 54]. Slow junctional
maturation is also found in tight junctions, which generally
take several days of confluent culture to develop so that
transepithelial electrical resistance is maximal [57–59].

In order to maintain desmosomal calcium-indepen-
dence, culture confluence must also be maintained. If a
cell sheet in which calcium-independence has reached 100%
is scratch wounded, the cells at the wound edge reacquire
calcium dependence within about an hour [37]. This effect
is then propagated away from the wound edge through the
cell sheet. No evidence could be found for the involvement
of extracellular diffusible factors or for the release of
cytoskeletal tension in this propagation. The most likely
explanation is that some form of cell-cell communication
via gap junctions, such as intercellular calcium signals, is
involved, but this has yet to be demonstrated.

6. Calcium-Independence Is the Normal
State for Desmosomes In Vivo

Epithelia of animal tissues are confluent cell sheets and
remain so unless wounded or diseased. If the above obser-
vations on the adhesive properties of desmosomes in cell
culture are of in vivo relevance, it would be expected that
desmosomes in vivo should generally be calcium indepen-
dent. That this is the case has been rigorously demonstrated
for the epidermis by exposing small pieces of excised mouse
epidermis to EGTA for several hours and examining junc-
tional structure by electron microscopy [55]. It was found
that all 200 desmosomes examined retained adhesion and
apparently unaltered structure after 6 hours of incubation
in EGTA (Figure 4). Previously it had been found in a wider
survey of adult mouse tissues by immunofluorescence that
desmosome calcium-independence was the norm [37]. In
addition to epiderm are these included trachea, oesophagus,
tongue, liver, and cardiac muscle. Here it was shown that
adherens junctions (E-cadherin staining) were internalised
upon EGTA treatment, so there is no doubt that the chelating
agent was able to penetrate the tissues.

It was surprising to find that calcium-independence was
so all-pervading; no calcium-dependent desmosomes were
found, even in the basal layer of epidermis. Presumably
desmosome assembly is likely to be a continuous process in
epidermis because of cell turnover. This may indicate that
desmosomal adhesion matures very rapidly in vivo or that
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Figure 3: Desmosomes of MDCK cells can be calcium-dependent or calcium-independent. (a) Desmosomes of MDCK cells in confluent
culture stained with monoclonal antibody to desmoplakin. Note that the desmosomes are located at the cell peripheries and that the staining
is generally punctate. (b) A monolayer that has been cultured at confluent density for 24 hours in SM and then treated with LCM-EGTA
for 90 minutes, showing loss of intercellular contact and of desmosomal staining from the cell peripheries. This is indicative of calcium-
dependent desmosomes. (c) A 6-day-confluent monolayer treated with LCM-EGTA for 90 minutes, showing partial loss of intercellular
contact but persistence of joining processes with intense desmosomal staining (e.g., arrow). This is indicative of calcium-desmosomes. Bar,
20 m. (d) When subconfluent or 1-day-confluent cells are treated with LCM-EGTA adhesion is lost and desmosomal halves separate. The
half desmosomes are then internalised ((e), arrows). (f) By contrast when 6-day-confluent cells are treated with LCM-EGTA desmosomes
remain adherent and accumulate at the cell surface between interconnecting cell processes. Bars: 0.3 m in (d) and (f); 0.4 m in (e) (a)–(c).
Reproduced from the study by Wallis et al. in [37]. The isoform of protein kinase (c) is involved in signalling the response of desmosomes to
wounding in cultured epithelial cells. (d)–(f) Reproduced from the study by Mattey and Garrod in [50].
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Figure 4: Transmission electron micrographs of desmosomes in mouse epidermis. Normal (a) and wound-edge (b) mouse epidermis
after exposure to LCM-EGTA for 6 hours (a) and 1 hour (b). Note that the desmosomes in (a) are intact and two that are sectioned
precisely transversely exhibit entirely unaltered structure, whereas in (b) the desmosomal halves (arrows) have lost adhesion and separated
(compare with Figure 3(d)). Thus the desmosomes in (a) are calcium independent and those in (b) are calcium dependent. (c) An example
of transversely sectioned desmosomes from untreated wound-edge epidermis showing absence of midline but plaque structure appears
unchanged at this resolution. ML, midline; ODP, outer dense plaque; IDP, inner dense plaque; IF, intermediate filaments. Bar: 0.1 m.
Reproduced from the study by Garrod et al. in [55].
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newly formed desmosomes are extremely rare and therefore
difficult to find. In order to determine whether desmosomal
calcium-dependence occurs at any stage in vivo we have
examined desmosomes in developing mouse epidermis (T. E.
Kimura, A. J. Merritt, and D. R. Garrod; unpublished). Using
both immunofluorescence and electron microscopy to assay
the results, we found that epidermal desmosomes remained
entirely calcium dependent until E12 (embryonic day 12)
but by E14 > 75% of epidermal cells possessed calcium-
independent desmosomes. By E19 this had increased to
almost 100%. In contrast, adherens junctions remained
calcium dependent throughout. Thus it appears that desmo-
somal adhesiveness is developmentally upregulated.

Our results should be compared with earlier results
on tissues of the frog Rana pipiens that were exposed to
the nonspecific chelating agent EDTA and examined by
electron microscopy [60]. Borysenko and Revel showed that
desmosomes of stratified squamous and glandular epithelia
were insensitive to EDTA but that those of simple columnar
epithelia were EDTA-sensitive. The latter result was in
agreement with that of a study on oxyntic cells of the
gastric glands, in which it was found that EDTA induced
desmosomal changes were reversed by readdition of calcium
[61]. Since our studies have shown that mammalian simple
epithelial cells such as MDCK readily develop calcium-
independent desmosomes, it appears that mammals and
frogs may differ in this respect. It is interesting that
the oxyntic cell desmosomes studied by Sedar and Forte
showed no intercellular midlines, whereas those of the frog
epidermis, shown by Borysenko and Revel, had very distinct
midlines (see below for the significance of this observation).

7. Desmosomes Revert to Calcium-Dependence
in Wounded Epidermis

Culture experiments suggest that wounding a confluent cell
sheet causes desmosomes to revert from calcium indepen-
dence to calcium dependence. In order to determine whether
similar changes occur in vivo, wound-edge epithelium from
mouse epidermis was incubated in EGTA and the desmo-
somes examined by electron microscopy [55]. It was found
that 53.3% of such desmosomes were calcium dependent by
48 hours after wounding and 63.8% by 72 hours (Figure 4).
Thus the change in desmosomal adhesiveness shown on
wounding by simple epithelial cells in tissue culture is also
an in vivo phenomenon in the epidermis indicating that cell
culture potentially provides a good model for desmosome
regulation in tissues.

8. Calcium-Independent Desmosomes
Are Hyperadhesive

Because calcium independence makes desmosomes difficult
or impossible to dissociate, it seemed likely that it rep-
resents a strongly adhesive state. In order to test this we
compared the adhesiveness of dispase-detached sheets of epi-
dermal keratinocytes (HaCaT) with calcium-dependent and
calcium-independent desmosomes using a fragmentation
assay [54]. So as to be sure that we, really were comparing

adhesiveness we confirmed by electron microscopy that
the fragmentation was occurring by splitting desmosomes
in the intercellular region rather than by breaking cells.
Differential cell breaking could also increase the number
of sheet fragments in response to mechanical stress, but
would indicate differences in other cellular properties, such
as cytoskeletal changes, rather than adhesiveness (see below
for disease situations where cell breaking occurs). The results
showed that sheets with calcium-independent desmosomes
were considerably more cohesive than those with calcium-
dependent desmosomes. Moreover, this greater cohesiveness
persisted in the presence of EGTA, indicating that it was a
truly calcium-independent phenomenon.

The greater adhesiveness of calcium-independent des-
mosomes has been termed “hyperadhesion” because it
is a unique and very important property. It is unique
because it does not appear to be a feature of the other
major adhesive junction, the adherens junction, which is
always calcium dependent according to all reports and to
our experience with cultured cells and tissues. It is very
important because it is fundamental to the strength and
integrity of vertebrate tissues. In contrast to hairy animals
human beings are surrounded by an extremely thin epithelial
layer, the epidermis, and this is their only protection against
severe environmental stresses such as physical abrasion
and dehydration. It would not be able to do this without
desmosomal hyperadhesion, which binds its cells tightly
together into a tough, cohesive epithelium. In addition they
have cardiac muscle that can generate a pressure of almost
1/3 atmospheric, again demanding tight cohesion between
cardiac myocytes.

It has long been axiomatic that desmosomes provide
strong adhesion but it has never before actually been
demonstrated that this strong adhesion is a regulable prop-
erty dependent on desmosome maturation and requiring
calcium-independent adhesive binding by cadherins. The
assumption of strong adhesiveness has been based on a
number of considerations. Firstly, desmosomes are most
abundant in tissues such as epidermis where resistance to
physical stress is essential. Secondly, desmosomal adhesion
is the intercellular link in the desmosome-intermediate fila-
ment complex, which forms a cytoskeletal network extending
throughout tissues that contain it. Such a bracing network
needs equivalent strength at every point or it would not
function [1]. Thirdly, several human diseases that affect
desmosomal components weaken the tissues that are most
affected, such as the epidermis and the heart [16, 62, 63].
Fourthly, several constitutive or conditional deletions of
desmosomal genes from mice also result in weakening of the
epidermis and/or the heart [32, 64–67]. The demonstration
of hyperadhesion provides experimental confirmation of a
long-held belief.

9. Acquisition of Hyperadhesion Involves No
Change in the Composition of Desmosomes

A simple explanation of hyperadhesion and its regulation
might be that one or other of these components is recruited
to or lost from desmosomes to regulate this adhesive
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change. We had previously found that inhibition of protein
synthesis with cycloheximide did not prevent the conversion
of desmosomes making this explanation unlikely. Because
the extent of hyperadhesion in HaCaT cell sheets was easily
quantifiable and the desmosomes in these cells could be
readily and rapidly converted between the two states (see
below), we made qualitative and quantitative comparison
between the desmosomal components in cells expressing one
state and the other. The cells express plakoglobin, desmo-
plakin, two isoforms each of desmoglein and desmocollin,
and three isoforms of plakophilin. There was no qualitative
or quantitative difference in any of the components between
cells in the two adhesive states, nor in the localisation of any
component to desmosomes at the cell periphery [54].

10. Desmosome Structure Suggests a Basis
for Hyperadhesion

A striking and unique feature of the structure of desmosomes
is the presence of an electron-dense midline between the
plasma membranes in the intercellular space [60, 68, 69].
The midline lies at the centre of the adhesive interface
between adjacent cells and thus may represent a structural
specialisation for hyperadhesion. The other major adhesive
junction, the adherens junction, which does not appear to
adopt hyperadhesion, notably lacks a midline. A signifi-
cant finding is that desmosomes in epidermal wound-edge
epithelium, which are generally calcium dependent, lack a
midline and their intercellular space is ca.10% narrower than
that of hyperadhesive, midline-possessing desmosomes of
unwounded epidermis [55]. The intercellular space of the
calcium-dependent adherens junction is generally reported
as being narrower than that of the desmosome. The calcium-
dependent desmosomes of embryonic epidermis also lack
midlines, but midlines are acquired together with hyperad-
hesion (T. E. Kimura et al., unpublished). Thus hyperadhe-
sion seems to go together with a wider intercellular space and
the presence of a midline, while calcium-dependence seems
to be accompanied by a narrower intercellular space with no
midline.

A short paper by Rayns et al. provided the only significant
insight into the structure of the desmosomal interspace until
very recently [70]. The most noteworthy feature of this
structure was its regularity. Infiltration of guinea-pig heart
muscle with the electron-dense tracer, lanthanum, revealed
a highly regular structure in which the midline appeared as
a zigzag that was connected to the plasma membranes by
alternating cross-bridges (alternating light and dark parallel
lines) of 70–75 periodicity. Tangential sections through these
structures revealed arrays of dense particles of 75 periodicity
or quadratic arrays of dense particles of 55 centre-to-centre
spacing [70].

In order to form crystals, molecules must pack into
regular arrays. When the crystal structure of the partial
EC domain of the classical cadherin, N-cadherin, was
published, it was described as an “adhesion zipper” that
resembled the ultrastructure of the desmosome rather than
the adherens junction [71, 72]. The later publication of the
crystal structure of the full-length EC domain of Xenopus

C-cadherin produced a model that seemed even more
to resemble a desmosome [56]. We were struck by the
remarkable similarity between the periodicity found in the
C-cadherin structure and that previously reported by Rayns
et al. [70]. Homology models for Dsc2 and Dsg2 were
generated using the C-cadherin ectodomain as a template.
Modelling of the desmosomal cadherins (Dsc2 and Dsg2)
in the crystal packing observed for C-cadherin shows that
it is feasible to produce a similar array, despite the modest
sequence identity between them (ca.30%) [55]. However,
some differences in detail between the intermolecular and
intramolecular interactions in the desmosomal cadherins
may be expected. The final quality of the models for Dsc2
and Dsg2 was compared with the C-cadherin structure. The
root mean square deviation for all equivalent carbons was
1.03 for Dsc2 and 1.04 for Dsg2.

In an attempt to model the Ca2+-independent desmo-
some structure we computed a 3D array of Dsc2 molecules
generated according to the crystallographic cell symmetry
of C-cadherin [55]. A similar array was generated for Dsg2.
In these arrays, the adhesion interfaces are aligned to the x-
axis (along the crystallographic x-axis) (Figure 5 shows the
Dsc2 array). The structure seemed to account very well for
the desmosomal midline and showed remarkable agreement
with the repeating periodicity shown by Rayns et al. [70]
Therefore, we proposed that this 3D array is a good model
for the highly ordered, quasicrystalline desmosome structure
observed in ultrastructural studies.

A most exciting development has been the study of the
extracellular domains of tissue desmosomes by cryoelectron
tomography of vitreous sections [73]. This technique enables
the visualization of three-dimensional molecular structure
under close-to-native conditions. Three-dimensional recon-
struction showed a regular array of densities at 70 intervals
along the midline, with a curved shape resembling the X-ray
structure of C-cadherin.

How is it possible for desmosomes to alternate between
calcium-independent hyperadhesion and calcium depen-
dence without changing their molecular composition? We
suggest that the ordered arrangement of the EC domains
of the desmosomal cadherins is dynamically variable. In
support of this are our observations that the midline
structure is not evident in calcium-dependent embryonic
and wound-edge epithelial desmosomes. It is probable that
such desmosomes have a less ordered arrangement of the
EC domains, which therefore appear more diffuse in the
electron microscope. Thus we suggest that a type of locking
mechanism operates; in the ordered arrangement, the EC
domains are locked together giving strong adhesion that
cannot be readily dissociated, while in the less ordered
arrangement, adhesion is weaker and dissociation is possible.
We also suggested that the locked form may involve entrap-
ment of calcium ions, a possible explanation of “calcium
independence”.

An alternative view of desmosome structure is that the
desmosomal cadherins in the desmosomal interspace form a
series of tangled knots rather than a regular structure [74].
It seems to the author that such an arrangement is less likely
to account for the dynamic properties of desmosomes and
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Modelling the desmosome
on C-cadherin crystal structure

En face view shows quadratic array

with repeat periodicity of ca. 75 Å

Rotation of lattice shows four views
with distinct midlines, each repeated
twice in 360◦

75.14 Å

73.85 Å

52.22 Å

73.85 Å

Midline

z = 0◦

Cis
interface

Trans
interface

z = 30◦ z = 60◦ z = 120◦

Figure 5: Schematic representation of the Dsc2 ectodomain model 3D array, generated from the crystallographic structure of C-cadherin
[56]. In the centre we represented the desmosomal interspace as a cylinder, showing the midline formed by trans and cis interactions between
molecules on opposed cell surfaces. Monomers from one cell surface are coloured in red and monomers from the opposed cell surface are
coloured in blue. The midline is aligned with the x-axis of the cylinder (coincident with the x-axis in the crystallographic lattice). Rotation
of the 3D array around the x-axis by 90◦ (top) shows a regular lattice with distances between rows of molecules of 73.85 and distances of
75.14 between layers. Rotations around the z-axis produce four different views, all of them with a midline dense zone (bottom). These are
strand dimer1 at z = 0◦, “boat” at z = 30◦, strand dimer 2 (inverse form strand dimer 1) at z = 60◦, and “zipper” at z = 120◦. The cis and
trans interfaces between distal domains are indicated by arrows. Reproduced from the study by Garrod et al. in [55].

for their great adhesive strength. The desmosomes studied
in this paper were from neonatal mouse epidermis. It is
possible that their cadherins appeared irregular because the
desmosomes were calcium dependent, though this seems
unlikely for two reasons. Firstly they had midlines, which in
our experience are invariably associated with calcium inde-
pendence. Secondly, a study of the developmental regulation
of desmosomal adhesion in the mouse epidermis has shown
a major change to calcium independence by E14 and by E19:
100% of keratinocytes have calcium independent adhesion,
as in the adult (Kimura at al., unpublished) [55]. A more
probable explanation is that the desmosomes studied were
calcium independent and that the structure was distorted
during preparation, which involved freeze substitution and
resin embedding.

11. An Ordered Intercellular Zone Requires
an Ordered Plaque

The cytoplasmic domains of the desmosomal cadherins
lie in the desmosomal plaque. An ordered arrangement
of their extracellular domains would seem to require an
equally ordered arrangement of their cytoplasmic domains

and therefore of the plaque in general. Several ultrastructural
studies have provided preliminary evidence that the plaque
has a lamellar structure parallel to the membrane and a
periodic structure at right angle to it.

Thus, the desmosomal plaque shows filamentous or peri-
odic organisation perpendicular to the plasma membrane
and lamellar organisation parallel to it. The former was
revealed by early freeze-fracture studies [75–78]. Cryosec-
tions of tissue prepared by the Tokyasu method revealed
an electron opaque lamina ca. 17 nm from the plasma
membrane while negative staining of polyvinyl alcohol-
embedded material revealed the presence of at least two
laminae in the outer dense plaque [8, 79]. Miller et al.
[79] noted transverse periodicity of approximately 2.6 nm
in a region probably corresponding to the inner dense
plaque (IDP) and North et al. [8] observed fine filaments
perpendicular to the membrane in the outer dense plaque
(ODP). A remarkably similar picture has emerged from
cryoelectron microscopy of rapidly frozen, fully hydrated
human epidermis [80, 81]. The desmosomal plaque showed a
10-11 nm region of medium electron density adjacent to the
plasma membrane (PM) followed by a 7-8 nm thick electron
dense layer showing a transverse periodicity of about 7 nm.
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The major challenge to elucidating the structure of
the desmosomal plaque is its density. The most effective
method of analysis thus far has been immunogold electron
microscopy [79, 82–84]. The most detailed study used
quantitative analysis of immunogold labelling of the N- and
C-termini of DP, PG, and PKP 1 and the C-termini of Dsg
3, Dsc 2a, and Dsc 2b to produce a molecular map of the
desmosomal plaque [8]. This showed that the ODP is the
region where the armadillo proteins probably interact with
the N-terminus of DP and the cytoplasmic domains of the
desmosomal cadherins while the C-terminus of DP lies in the
IDP in accordance with its known function of binding the
IFs. Mapping the localisation data from the study of North
et al. in [8] onto the structure reported by Al-Amoudi et al.
[80, 81] suggests that the density Al-Amoudi et al. reported
in the plaque corresponds to this same region of substantial
protein-protein interaction.

12. Protein Kinase C Modulates
Desmosomal Adhesiveness

Since modulation of desmosomal adhesion involves no
change in protein composition, an alternative mechanism
might involve some type of inside-out signalling such as has
been found to modulate the adhesiveness of, for example,
integrins [85, 86]. That such is also the case for desmosomes
was indicated by the observations that treatment of MDCK
and HaCaT cells with protein kinase C (PKC) activa-
tors rapidly converted desmosomes from hyperadhesive to
calcium dependent [37, 54]. Conversely, PKC inhibitors
induced hyperadhesiveness in calcium-dependent desmo-
somes. Because (i) MDCK cells contain relatively few PKC
isozymes, (ii) an inhibitor of conventional PKC isozymes was
effective in calcium-dependence/hyperadhesion conversion,
and (iii) PKC was localised to the membranes of cells with
calcium-dependent desmosom es but diffuse cytoplasmic in
cells with hyperadhesive desmosomes, it was concluded that
PKC plays an important role in this conversion [37]. Is this
also the case in vivo?

In normal mouse epidermis where all desmosomes
appear to be hyperadhesive, PKC is most strongly expressed
in the basal layer, has a diffuse cytoplasmic distribution,
and shows no colocalisation with desmosomes. (N. B. PKC
expression may differ between layers of the epidermis in
humans and mice [87].) However, in wound-edge epi-
dermis where the desmosomes are predominantly calcium
dependent, PKC is abundantly localised to desmosomal
plaques [55]. This strongly suggests that PKC plays a role
in regulating desmosomal adhesiveness in vivo but does not
constitute definitive functional evidence.

During epidermal development calcium-dependent
desmosomes at E12 could be converted to hyperadhesiveness
by treatment with the conventional PKC isozymes inhibitor
Gö 6976 suggesting that in vivo, as in culture, PKC is involved
in desmosomal regulation (Kimura et al., unpublished).
However, PKCα−/− mice developed normal desmosomes
that showed developmental regulation to hyperadhesion
with the same timing as wild-type mice, suggesting either
that additional regulatory mechanisms are involved or

that other isozymes compensate for the absence of PKC.
If the above observations on the relocalisation of PKC in
epidermal wound healing have functional significance,
inhibition/activation of this isozyme should have predictable
effects on wound healing and this is currently being tested.

We were surprised to find recently that treatment of
MDCK cells with the general tyrosine phosphatase inhibitor
sodium pervanadate caused a substantial conversion of
calcium-dependent desmosomes of subconfluent MDCK
cells to hyperadhesion [88]. This treatment caused increased
tyrosine phosphorylation of plakoglobin and desmoglein 2,
which nevertheless remained in complex in the soluble cell
fraction. The observation also clearly suggested that protein
tyrosine kinases in addition to PKC may be involved in
regulating desmosomal adhesiveness.

How could protein kinases regulate desmosomal adhe-
siveness? Given the clear localisation of PKC to the desmo-
somal plaque during conversion of desmosomes, the most
likely mechanism would seem to involve phosphorylation of
one or more of the desmosomal plaque components. This
could then cause a configurational change within the plaque
that could in turn lead to a disordering of the plaque and
a consequent disordering of the extracellular domains of
the desmosomal cadherins leading to calcium dependence.
Dephosphorylation would then restore order and lead to
hyperadhesion. Such a mechanism would require no change
in the major components of desmosomes, in accordance with
our results, though it may require the recruitment and/or
loss of protein kinases and phosphatases. The difficulty is
in determining which desmosomal protein(s) is the key
phosphorylation target.

We and others have shown by metabolic labelling and
immunoprecipitation that all major desmosomal compo-
nents in cultured cells are phosphorylated under normal
conditions [89, 90]. The phosphorylation may be on ser-
ine/threonine or tyrosine in the case of plakoglobin and
desmoglein [88, 91–94]. The difficulty with such experi-
ments lies in knowing the origin of the desmosomal compo-
nents concerned; only phosphorylation changes that occur
within desmosomes themselves can account for the adhesive
changes. Changes that occur in soluble cell fractions are not
relevant, though they may be associated with desmosome
assembly.

An alternative approach is mutagenesis of known or
potential phosphorylation sites. Quantitative analysis of the
location of PKC in the plaques of epidermal wound-edge
desmosomes suggested a biphasic distribution, one peak
lying within a few nanometers of the inner leaflet of the
plasma membrane and the other within the outer dense
plaque [55]. Based on our previous molecular mapping
of the desmosomal plaque, no desmosomal component
could be eliminated on the basis of colocalisation with PKC
[8]. Accordingly we undertook mutagenesis of conserved
consensus phosphorylation sites in the cytoplasmic domains
of desmocollin 2 and desmoglein 2, the desmosomal cad-
herins with the widest tissue distributions, reasoning that
sites involved in such a key regulatory process would be
likely to be conserved (A. Smith, S. Haddad, Z. Nie, and
D. Garrod; unpublished) (Figure 6). Mutant proteins were
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Figure 6: Mutations of phosphorylation sites in desmoglein and desmocollin produce slight increases in desmosomal hyperadhesion. (a)
and (b) show conserved predicted phosphorylation site (in red) in the cytoplasmic domains of desmogleins and (c) shows similar sites in
desmocollins. These were mutated to alanine and the mutant proteins expressed in MDCK cells. The effects on desmosomal adhesiveness
are described in the text. (d) shows stick models of the desmosomal cadherins desmocollin 2 (Dsc2) and desmoglein 2 (Dsg2). Sites S810
and S814 are located towards the C-terminal end of the ICS (intracellular cadherin-specific) region of Dsg2, S866 towards the C-terminal
end of the IPL (intracellular proline-rich) region, and S1051 in the sixth repeat of the specific repeat unit domain (RUD). Sites S729, S733,
and S738 are towards the C-terminal end of the ICS region of Dsc2a but are absent from the shorter C-terminal region of Dsc2b because
alternative splicing truncates this region. (d) is reproduced from the study by Garrod and Chidgey in [1].

expressed in MDCK cells and the cells assessed at an early
stage of confluent culture for increased hyperadhesiveness.
It was found that the combined mutations S729A and
S738A in Dsc2 and S810A and T1051A in Dsg2 increased
the percentage of sub-confluent/early confluent cells with
hyperadhesive desmosomes to 22% compared with 6% for
cells transfected with plasmids encoding wild-type proteins.
RNAi depletion of endogenous Dsg2 increased this figure
to about 37%. Furthermore, both mutations significantly
slowed the rate of healing in a scratch wound assay. These
rather modest effects probably indicate that regulation of

desmosomal adhesiveness is a complex process involving
multiple sites on several desmosomal proteins.

13. Downregulation of Desmosomes In Vivo:
Internalisation versus Disassembly

A vital aspect of tissue homeostasis is the turnover of
molecules and organelles. In the case of desmosomes in
epithelial tissues such as the epidermis, the need for such
turnover is clear. As keratinocytes migrate upwards through
the epidermal layers, the protein composition of individual



12 Dermatology Research and Practice

desmosomes changes, the more basally expressed desmo-
somal cadherin and plakophilin isoforms being gradually
replaced by others that are upregulated in the upper
layers [1, 10], while the other components, desmoplakin
and plakoglobin, which do not have multiple isoforms,
continue to be expressed. It is not known how this change
is achieved; it could be by molecular exchange within
existing desmosomes, as seems possible in cultured cells
[47], or by downregulation of existing desmosomes and
replacement with new ones of differing composition. Of
these two alternatives, there is no evidence for the former
in vivo, while there is evidence for the latter, not as far as
I know from intact, normal epidermis, but from situations
where desmosome downregulation would be expected to be
increased, such as wound healing and disease.

Downregulation of desmosomes in wound-edge epi-
dermis appears to have been first reported by Croft and
Tarin [95]. It seems intuitively obvious that for multilayered
keratinocytes to form a single migrating layer they must
reduce their intercellular adhesions. Reduce but not abolish,
because maintenance of cell-cell adhesion appears essential
for coordinated migration of epithelial cell sheets [96].
When examining wound-edge epidermis we were surprised
that we never found half desmosomes [55]. (Apparently
desmosome splitting occurs when calcium is chelated but
does not appear to be the “normal” methods of down-
regulation.) Instead, whole, apparently intact desmosomes
were frequently observed inside wound-edge cells. This
suggests that engulfment of entire desmosomes may be the
mechanism of downregulation, consistent with a mechanism
for desmosomal engulfment previously proposed by Allen
and Potten [97]. Membrane processes originating from one
of a pair of cells were suggested to engulf the desmosome
enclosing it in a cytoplasmic vesicle within the protagonist.
What determines which member of the cell pair gets the
desmosome is not known. Such a mechanism would be
consistent with the finding that the actin cytoskeleton is
involved in internalisation of half desmosomes in cultured
cells [98]. The puzzle in our studies was that the majority
of internalized desmosomes did not appear to be enclosed
in vacuoles, and the reason for this is not clear. Internalised
desmosomes, usually with at least a partial associated
vacuole, have been reported from a variety of skin lesions
(see [55] for references) but it is not clear whether this is the
general mechanism for desmosome downregulation in vivo.

Desmosome downregulation is frequently referred to as
desmosome “disassembly”, largely on the basis of research
on cultured cells. “Disassembly” implies the dissolution or
disruption of an object into its component parts or in
this case its component molecules. In order for this to be
conclusively demonstrated it has to be shown that molecules
appearing in the soluble fraction of cells were previously
incorporated into desmosomes. The author submits that
this is rarely, if ever, the case. Comparison between the
non-ionic detergent-soluble and insoluble fractions is a
start but is in itself inadequate because some desmosomal
components enter the insoluble fraction shortly after syn-
thesis and probably before incorporation into desmosomes
[99]. Thus the difference between the soluble and insoluble

fractions could represent prevention of assembly rather
than promotion of disassembly. Furthermore, in the lack
of any convincing evidence to the contrary, such studies
have invariably been carried out on immature, calcium-
dependent desmosomes, the in vivo relevance of which is
doubtful. There is no evidence that the author is aware of
that desmosome disassembly ever occurs in vivo.

Even when calcium-dependent desmosomes are dis-
rupted in culture by chelation of extracellular calcium,
there is no evidence that they disassemble. Under these
circumstances desmosomes split in the midline (Figure 4)
and the resulting half desmosomes are internalised into
cytoplasmic vacuoles [49, 50]. Such half desmosomes are
gradually transported to the perinuclear region of the cell
and continue to be so even if a new round of desmosome
assembly is initiated by once again restoring extracellular
calcium [47, 50]. This suggests that desmosomes are not
disassembled and their components reutilised for the assem-
bly of new desmosomes. Our unpublished studies based on
immunofluorescent colocalisation of all major components
of internalised desmosomes and their insolubility in inter-
nalising cells reaffirm that internalised desmosomal halves
do not disassemble (McHarg, Hopkins, Lin, and Garrod;
unpublished).

14. Some Implications for and Suggestions
from Human Disease

In pemphigus vulgaris (PV), a potentially fatal blistering
disease of skin and mucous membranes, autoantibodies to
the desmosomal cadherins Dsg3 (and Dsg1 in some patients)
cause loss of cell-cell adhesion or acantholysis [100, 101].
Suggested alternative but not necessarily mutually exclu-
sive mechanisms for acantholysis include direct disruption
of desmosomal adhesion due to steric hindrance by the
autoantibodies and activation of outside-in signalling by
autoantibody binding [16, 102].

A review of the literature on the ultrastructural analysis
of PV appears to show that direct disruption of desmosomal
adhesion is not the primary event [103–107]. Rather there
is extensive loss of cell-cell adhesion in interdesmoso-
mal regions and possible intracellular cleavage behind the
desmosomal plaque that might indicate a weakening of
the cytoskeleton, perhaps through a signalling mechanism
involving plakoglobin [102, 103]. By contrast abundant split
desmosomes with inserted keratin filaments were found in a
mouse model of PV [108]. This model involves immunising
desmoglein 3 null mice against desmoglein 3 and then
transferring splenocytes from the immunised mice to Rag2
null mice, which then produce antidesmoglein 3 and develop
symptoms of PV [109]. Ingenious though this model is, the
above results on disruption of desmosomal adhesion should
be regarded with caution because there is no guarantee that
the antibodies produced function by the same mechanism as
PV autoantibodies.

A series of publications reporting work in which ker-
atinocytes were treated with PV autoantibodies in cul-
ture showed that desmosomes are downregulated and that
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desmoglein 3 is depleted and internalised [110–115]. How-
ever, all of this work was presumably carried out with
keratinocytes possessing calcium-dependent desmosomes,
which, as we have shown, do not represent the in vivo situa-
tion. A recent study in which comparison was made between
keratinocytes with calcium-dependent desmosomes and
those with hyperadhesive desmosomes showed that hyper-
adhesion substantially inhibited PV autoantibody-induced
acantholysis and internalisation of adhesion molecules
including desmoglein 3 and E-cadherin [116]. Further work
is needed to determine the extent to which hyperadhesive
keratinocytes in culture provide a suitable model for PV but
the results of Cirillo et al. are extremely encouraging.

While the primary effect of PV autoantibodies does not
appear to be direct disruption of existing desmosomal adhe-
sion, they could inhibit de novo desmosome assembly, which
must be a continuous process in stratified epithelia [117].
During the progress of disease this would be expected to
result in gradual downregulation of desmosomes and loss of
cell-cell adhesion. It would therefore be interesting to know
whether the abovementioned results obtained with calcium-
dependent keratinocytes in culture have any counterpart
in vivo. It could also be the case that the primary loss of
inter-desmosomal adhesion found in PV might resemble
epidermal wounding and thus cause activation of PKC and
consequent weakening of desmosomal adhesion as we have
described [55]. In this case inhibition of PKC could provide
a novel therapy for Pemphigus, as Cirillo et al. and others
have suggested [116, 118].

Does human disease provide any suggestions as to how
hyperadhesion might be regulated? A certain amount of
speculation on this point appears possible.

A single case of lethal acantholytic epidermolysis bullosa
has been described [119]. This was caused by the occur-
rence of two different recessive mutations in the carboxy-
terminal domain of desmoplakin resulting in the loss of IF
attachment to desmosomes, a consequence that is entirely
consistent with molecular cell biological studies on the
role of desmoplakin in IF attachment [32, 120–123]. This
resulted in massive epidermal acantholysis during birth,
not because of loss of desmosomal adhesion, but because
of cellular disruption behind desmosomal plaques [119].
Careful examination of the electron micrographs in the latter
paper suggests that, though lacking IFs, the desmosomes
were otherwise perfectly formed including a normal plaque
structure and a clear midline in the intercellular space. If we
are correct in our suggestion that the presence of a midline
is consistent with hyperadhesion, this would indicate that
hyperadhesion does not depend on desmosomal interaction
with the IF cytoskeleton.

Ectodermal dysplasia-skin fragility syndrome, the first
human disease shown to result from a mutation in a
desmosomal component, results from a mutation in the gene
for plakophilin-1 [124]. Effectively a plakophilin-1 knockout,
this condition results in skin blistering, complete absence of
hair, and pachyonychia and is nonlethal probably because of
compensation by other plakophilin isoforms. There are small
epidermal desmosomes with absence of midline and inner
dense plaque, and detachment of IFs. Keratinocytes isolated

from diseased epidermis fail to develop desmosomal resis-
tance to depletion of extracellular calcium and thus hyper-
adhesion [125]. This suggests that plakophilin-1 contributes
to the development of desmosomal hyperadhesion. Similarly,
mouse keratinocytes lacking plakoglobin do not develop
hyperadhesion (McHarg, Müller, and Garrod; unpublished
observations).

The above observations together with our afore-
mentioned mutagenesis of desmosomal cadherins suggest
that the establishment and regulation of hyperadhesion may
be a complex process involving more than one desmosomal
component and more than one kinase. An experimental
investigation of the molecular basis of hyperadhesion and its
regulation is currently in progress.

Acknowledgments

The author thanks Dr. Helen Thomason and Dr. Selina
McHarg for their most helpful comments on the manuscript.
The author’s work is supported by the Medical Research
Council and the Wellcome Trust.

References

[1] D. Garrod and M. Chidgey, “Desmosome structure, compo-
sition and function,” Biochimica et Biophysica Acta, vol. 1778,
no. 3, pp. 572–587, 2008.

[2] D. Garrod and T. E. Kimura, “Hyper-adhesion: a new concept
in cell-cell adhesion,” Biochemical Society Transactions, vol.
36, no. 2, pp. 195–201, 2008.

[3] H. Bartels, “Intercellular junctions in the gill epithelium
of the Atlantic hagfish, Myxine glutinosa,” Cell and Tissue
Research, vol. 254, no. 3, pp. 573–583, 1988.

[4] M. Elger, “The branchial circulation and the gill epithelia
in the Atlantic hagfish, Myxine glutinosa L,” Anatomy and
Embryology, vol. 175, no. 4, pp. 489–504, 1987.

[5] J. Mallatt and C. Paulsen, “Gill ultrastucture of the Pacific
hagfish Eptatretus stouti,” American Journal of Anatomy, vol.
177, no. 2, pp. 243–269, 1986.

[6] D. C. Pfeiffer and A. W. Vogl, “Actin-related intercellular
adhesion junctions in the germinal compartment of the testis
in the hagfish (Eptatretus stouti) and lamprey (Lampetra
tridentatus),” Tissue and Cell, vol. 34, no. 6, pp. 450–459,
2002.

[7] Y. Sasakura, E. Shoguchi, N. Takatori, et al., “A genomewide
survey of developmentally relevant genes in Ciona intesti-
nalis. X. Genes for cell junctions and extracellular matrix,”
Development Genes and Evolution, vol. 213, no. 5-6, pp. 303–
313, 2003.

[8] A. J. North, W. G. Bardsley, J. Hyam, et al., “Molecular map
of the desmosomal plaque,” Journal of Cell Science, vol. 112,
no. 23, pp. 4325–4336, 1999.

[9] A. E. Bass-Zubek, L. M. Godsel, M. Delmar, and K. J. Green,
“Plakophilins: multifunctional scaffolds for adhesion and
signaling,” Current Opinion in Cell Biology, vol. 21, no. 5, pp.
708–716, 2009.

[10] R. L. Dusek, L. M. Godsel, and K. J. Green, “Discriminating
roles of desmosomal cadherins: beyond desmosomal adhe-
sion,” Journal of Dermatological Science, vol. 45, no. 1, pp. 7–
21, 2007.



14 Dermatology Research and Practice

[11] K. J. Green and C. L. Simpson, “Desmosomes: new perspec-
tives on a classic,” Journal of Investigative Dermatology, vol.
127, no. 11, pp. 2499–2515, 2007.

[12] M. Hatzfeld, “Plakophilins: multifunctional proteins or just
regulators of desmosomal adhesion?” Biochimica et Biophys-
ica Acta, vol. 1773, no. 1, pp. 69–77, 2007.

[13] B. Holthofer, R. Windoffer, S. Troyanovsky, and R. E. Leube,
“Structure and function of desmosomes,” International
Review of Cytology, vol. 264, pp. 65–163, 2007.

[14] M. D. Kottke, E. Delva, and A. P. Kowalczyk, “The desmo-
some: cell science lessons from human diseases,” Journal of
Cell Science, vol. 119, no. 5, pp. 797–806, 2006.

[15] A. Sonnenberg and R. K. H. Liem, “Plakins in development
and disease,” Experimental Cell Research, vol. 313, no. 10, pp.
2189–2203, 2007.

[16] J. Waschke, “The desmosome and pemphigus,” Histochem-
istry and Cell Biology, vol. 130, no. 1, pp. 21–54, 2008.

[17] J. P. Heath and G. A. Dunn, “Cell to substratum contacts
of chick fibroblasts and their relation to the microfilament
system. A correlated interference-reflexion and high-voltage
electron-microscope study,” Journal of Cell Science, vol. 29,
pp. 197–212, 1978.

[18] R. Zaidel-Bar, S. Itzkovitz, A. Ma’ayan, R. Iyengar, and B.
Geiger, “Functional atlas of the integrin adhesome,” Nature
Cell Biology, vol. 9, no. 8, pp. 858–867, 2007.

[19] P. Friedl and K. Wolf, “Tumour-cell invasion and migration:
diversity and escape mechanisms,” Nature Reviews Cancer,
vol. 3, no. 5, pp. 362–374, 2003.

[20] S. Kumar and V. M. Weaver, “Mechanics, malignancy, and
metastasis: the force journey of a tumor cell,” Cancer and
Metastasis Reviews, vol. 28, no. 1-2, pp. 113–127, 2009.

[21] J. Baker and D. Garrod, “Epithelial cells retain junctions
during mitosis,” Journal of Cell Science, vol. 104, no. 2, pp.
415–425, 1993.

[22] B. M. Corfe, C. Dive, and D. R. Garrod, “Changes in
intercellular junctions during apoptosis precede nuclear
condensation or phosphatidylserine exposure on the cell
surface,” Cell Death and Differentiation, vol. 7, no. 2, pp. 234–
235, 2000.

[23] E. Martz, “Contact inhibition of speed in 3T3 and its inde-
pendence from postconfluence inhibition of cell division,”
Journal of Cellular Physiology, vol. 81, no. 1, pp. 39–48, 1973.

[24] M. S. Balda and K. Matter, “Tight junctions and the
regulation of gene expression,” Biochimica et Biophysica Acta,
vol. 1788, no. 4, pp. 761–767, 2009.

[25] M. Perrais, X. Chen, M. Perez-Moreno, and B. M. Gumbiner,
“E-cadherin homophilic ligation inhibits cell growth and
epidermal growth factor receptor signaling independently of
other cell interactions,” Molecular Biology of the Cell, vol. 18,
no. 6, pp. 2013–2025, 2007.

[26] K. Raymond, M.-A. Deugnier, M. M. Faraldo, and M. A.
Glukhova, “Adhesion within the stem cell niches,” Current
Opinion in Cell Biology, vol. 21, no. 5, pp. 623–629, 2009.

[27] Y. Takai, J. Miyoshi, W. Ikeda, and H. Ogita, “Nectins and
nectin-like molecules: roles in contact inhibition of cell
movement and proliferation,” Nature Reviews Molecular Cell
Biology, vol. 9, no. 8, pp. 603–615, 2008.

[28] P. M. Elias, N. Matsuyoshi, H. Wu, et al., “Desmoglein
isoform distribution affects stratum corneum structure and
function,” Journal of Cell Biology, vol. 153, no. 2, pp. 243–249,
2001.

[29] M. Furuse, M. Hata, K. Furuse, et al., “Claudin-based tight
junctions are crucial for the mammalian epidermal barrier: a

lesson from claudin-1-deficient mice,” Journal of Cell Biology,
vol. 156, no. 6, pp. 1099–1111, 2002.

[30] M. Matsuki, F. Yamashita, A. Ishida-Yamamoto, et al.,
“Defective stratum corneum and early neonatal death in
mice lacking the gene for transglutaminase 1 (keratinocyte
transglutaminase),” Proceedings of the National Academy of
Sciences of the United States of America, vol. 95, no. 3, pp.
1044–1049, 1998.

[31] J. Uitto, G. Richard, and J. A. McGrath, “Diseases of
epidermal keratins and their linker proteins,” Experimental
Cell Research, vol. 313, no. 10, pp. 1995–2009, 2007.

[32] V. Vasioukhin, E. Bowers, C. Bauer, L. Degenstein, and
E. Fuchs, “Desmoplakin is essential in epidermal sheet
formation,” Nature Cell Biology, vol. 3, no. 12, pp. 1076–1085,
2001.

[33] S. Prasad, R. Mingrino, K. Kaukinen, et al., “Inflammatory
processes have differential effects on claudins 2, 3 and 4 in
colonic epithelial cells,” Laboratory Investigation, vol. 85, no.
9, pp. 1139–1162, 2005.

[34] H. Wan, H. L. Winton, C. Soeller, et al., “Der p 1 facilitates
transepithelial allergen delivery by disruption of tight junc-
tions,” Journal of Clinical Investigation, vol. 104, no. 1, pp.
123–133, 1999.

[35] P. Savagner, K. M. Yamada, and J. P. Thiery, “The zinc-
finger protein slug causes desmosome dissociation, an initial
and necessary step for growth factor-induced epithelial-
mesenchymal transition,” Journal of Cell Biology, vol. 137, no.
6, pp. 1403–1419, 1997.

[36] M. Stoker and M. Perryman, “An epithelial scatter factor
released by embryo fibroblasts,” Journal of Cell Science, vol.
77, pp. 209–223, 1985.

[37] S. Wallis, S. Lloyd, I. Wise, G. Ireland, T. P. Fleming, and D.
Garrod, “The alpha isoform of protein kinase C is involved
in signaling the response of desmosomes to wounding in
cultured epithelial cells,” Molecular Biology of the Cell, vol. 11,
no. 3, pp. 1077–1092, 2000.

[38] F. Bladt, D. Riethmacher, S. Isenmann, A. Aguzzi, and C.
Birchmeier, “Essential role for the c-met receptor in the
migration of myogenic precursor cells into the limb bud,”
Nature, vol. 376, no. 6543, pp. 768–771, 1995.

[39] E. J. Penn, I. D. J. Burdett, C. Hobson, A. I. Magee, and D.
A. Rees, “Structure and assembly of desmosome junctions:
biosynthesis and turnover of the major desmosome compo-
nents of Madin-Darby canine kidney cells in low calcium
medium,” Journal of Cell Biology, vol. 105, no. 5, pp. 2327–
2334, 1987.

[40] E. J. Penn, C. Hobson, D. A. Rees, and A. I. Magee, “Structure
and assembly of desmosome junctions: biosynthesis, process-
ing, and transport of the major protein and glycoprotein
components in cultured epithelial cells,” Journal of Cell
Biology, vol. 105, no. 1, pp. 57–68, 1987.

[41] M. P. Demlehner, S. Schafer, C. Grund, and W. W. Franke,
“Continual assembly of half-desmosomal structures in the
absence of cell contacts and their frustrated endocytosis: a
coordinated sisyphus cycle,” Journal of Cell Biology, vol. 131,
no. 3, pp. 745–760, 1995.

[42] M. Pasdar and W. J. Nelson, “Kinetics of desmosome assem-
bly in Madin-Darby canine kidney epithelial cells: temporal
and spatial regulation of desmoplakin organization and
stabilization upon cell-cell contact. I. Biochemical analysis,”
Journal of Cell Biology, vol. 106, no. 3, pp. 677–685, 1988.

[43] M. Pasdar and W. J. Nelson, “Kinetics of desmosome
assembly in Madin-Darby canine kidney epithelial cells:
temporal and spatial regulation of desmoplakin organization



Dermatology Research and Practice 15

and stabilization upon cell-cell contact. II. Morphological
analysis,” Journal of Cell Biology, vol. 106, no. 3, pp. 687–695,
1988.

[44] D. L. Mattey, G. Burdge, and D. R. Garrod, “Development
of desmosomal adhesion between MDCK cells following
calcium switching,” Journal of Cell Science, vol. 97, part 4, pp.
689–704, 1990.

[45] D. L. Mattey and D. R. Garrod, “Calcium-induced desmo-
some formation in cultured kidney epithelial cells,” Journal
of Cell Science, vol. 85, pp. 95–111, 1986.

[46] F. M. Watt, D. L. Mattey, and D. R. Garrod, “Calcium-
induced reorganization of desmosomal components in cul-
tured human keratinocytes,” Journal of Cell Biology, vol. 99,
no. 6, pp. 2211–2215, 1984.

[47] R. Windoffer, M. Borchert-Stuhltrager, and R. E. Leube,
“Desmosomes: interconnected calcium-dependent struc-
tures of remarkable stability with significant integral mem-
brane protein turnover,” Journal of Cell Science, vol. 115, no.
8, pp. 1717–1732, 2002.

[48] B. Nagar, M. Overduin, M. Ikura, and J. M. Rini, “Struc-
tural basis of calcium-induced E-cadherin rigidification and
dimerization,” Nature, vol. 380, no. 6572, pp. 360–364, 1996.

[49] J. Kartenbeck, E. Schmid, W. W. Franke, and B. Geiger,
“Different modes of internalization of proteins associated
with adhaerens junctions and desmosomes: experimental
separation of lateral contacts induces endocytosis of desmo-
somal plaque material,” EMBO Journal, vol. 1, no. 6, pp. 725–
732, 1982.

[50] D. L. Mattey and D. R. Garrod, “Splitting and internalization
of the desmosomes of cultured kidney epithelial cells by
reduction in calcium concentration,” Journal of Cell Science,
vol. 85, pp. 113–124, 1986.

[51] E. G. Fey, K. M. Wan, and S. Penman, “Epithelial cytoskeletal
framework and nuclear matrix-intermediate filament scaf-
fold: three-dimensional organization and protein composi-
tion,” Journal of Cell Biology, vol. 98, no. 6, pp. 1973–1984,
1984.

[52] C. J. Skerrow and A. G. Matoltsy, “Chemical characterization
of isolated epidermal desmosomes,” Journal of Cell Biology,
vol. 63, no. 2, pp. 524–530, 1974.

[53] C. J. Skerrow and A. G. Matoltsy, “Isolation of epidermal
desmosomes,” Journal of Cell Biology, vol. 63, no. 2, pp. 515–
523, 1974.

[54] T. E. Kimura, A. J. Merritt, and D. R. Garrod, “Calcium-
independent desmosomes of keratinocytes are hyper-
adhesive,” Journal of Investigative Dermatology, vol. 127, no.
4, pp. 775–781, 2007.

[55] D. R. Garrod, M. Y. Berika, W. F. Bardsley, D. Holmes, and L.
Tabernero, “Hyper-adhesion in desmosomes: its regulation
in wound healing and possible relationship to cadherin
crystal structure,” Journal of Cell Science, vol. 118, no. 24, pp.
5743–5754, 2005.

[56] T. J. Boggon, J. Murray, S. Chappuis-Flament, E. Wong,
B. M. Gumbiner, and L. Shapiro, “C-cadherin ectodomain
structure and implications for cell adhesion mechanisms,”
Science, vol. 296, no. 5571, pp. 1308–1313, 2002.

[57] J. L. Madara and K. Dharmsathaphorn, “Occluding junction
structure-function relationships in a cultured epithelial
monolayer,” Journal of Cell Biology, vol. 101, no. 6, pp. 2124–
2133, 1985.

[58] M. Pinto, S. Robine-Leon, and M. D. Appay, “Enterocyte-
like differentiation and polarization of the human colon
carcinoma cell line Caco-2 in culture,” Biology of the Cell, vol.
47, no. 3, pp. 323–330, 1983.

[59] G. Ranaldi, R. Consalvo, Y. Sambuy, and M. L. Scarino,
“Permeability characteristics of parental and clonal
human intestinal Caco-2 cell lines differentiated in serum-
supplemented and serum-free media,” Toxicology In Vitro,
vol. 17, no. 5-6, pp. 761–767, 2003.

[60] J. Z. Borysenko and J. P. Revel, “Experimental manipulation
of desmosome structure,” American Journal of Anatomy, vol.
137, no. 4, pp. 403–421, 1973.

[61] A. W. Sedar and J. G. Forte, “Effects of calcium depletion
on the junctional complex between oxyntic cells of gastric
glands,” Journal of Cell Biology, vol. 22, pp. 173–188, 1964.

[62] M. C. Bolling and M. F. Jonkman, “Skin and heart: une
liaison dangereuse,” Experimental Dermatology, vol. 18, no.
8, pp. 658–668, 2009.

[63] J. E. Lai-Cheong, K. Arita, and J. A. McGrath, “Genetic
diseases of junctions,” Journal of Investigative Dermatology,
vol. 127, no. 12, pp. 2713–2725, 2007.

[64] C. Bierkamp, K. J. McLaughlin, H. Schwarz, O. Huber, and
R. Kemler, “Embryonic heart and skin defects in mice lacking
plakoglobin,” Developmental Biology, vol. 180, no. 2, pp. 780–
785, 1996.

[65] G. I. Gallicano, C. Bauer, and E. Fuchs, “Rescuing desmo-
plakin function in extra-embryonic ectoderm reveals the
importance of this protein in embryonic heart, neuroepithe-
lium, skin and vasculature,” Development, vol. 128, no. 6, pp.
929–941, 2001.

[66] K. S. Grossmann, C. Grund, J. Huelsken, et al., “Requirement
of plakophilin 2 for heart morphogenesis and cardiac
junction formation,” Journal of Cell Biology, vol. 167, no. 1,
pp. 149–160, 2004.

[67] P. Ruiz, V. Brinkmann, B. Ledermann, et al., “Targeted
mutation of plakoglobin in mice reveals essential functions of
desmosomes in the embryonic heart,” Journal of Cell Biology,
vol. 135, no. 1, pp. 215–225, 1996.

[68] M. A. Listgarten, “The ultrastructure of human gingival
epithelium,” The American Journal of Anatomy, vol. 114, pp.
49–69, 1964.

[69] G. F. Odland, “The fine structure of the interrelationship of
cells in the human epidermis,” The Journal of Biophysical and
Biochemical Cytology, vol. 4, no. 5, pp. 529–538, 1958.

[70] D. G. Rayns, F. O. Simpson, and J. M. Ledingham, “Ultra-
structure of desmosomes in mammalian intercalated disc;
appearances after lanthanum treatment,” Journal of Cell
Biology, vol. 42, no. 1, pp. 322–326, 1969.

[71] L. A. Lasky, “From sticky zippers to morphology,” Nature
Structural Biology, vol. 2, no. 4, pp. 258–261, 1995.

[72] L. Shapiro, A. M. Fannon, P. D. Kwong, et al., “Structural
basis of cell-cell adhesion by cadherins,” Nature, vol. 374, no.
6520, pp. 327–337, 1995.

[73] A. Al-Amoudi, D. C. Diez, M. J. Betts, and A. S. Frangakis,
“The molecular architecture of cadherins in native epidermal
desmosomes,” Nature, vol. 450, no. 7171, pp. 832–837, 2007.

[74] W. He, P. Cowin, and D. L. Stokes, “Untangling desmosomal
knots with electron tomography,” Science, vol. 302, no. 5642,
pp. 109–113, 2003.

[75] D. E. Kelly and A. M. Kuda, “Traversing filaments in
desmosomal and hemidesmosomal attachments: freeze-
fracture approaches toward their characterization,” Anatom-
ical Record, vol. 199, no. 1, pp. 1–14, 1981.

[76] D. E. Kelly and F. L. Shienvold, “The desmosome. Fine struc-
tural studies with freeze fracture replication and tannic acid
staining of sectioned epidermis,” Cell and Tissue Research,
vol. 172, no. 3, pp. 309–323, 1976.



16 Dermatology Research and Practice

[77] R. Leloup, L. Laurent, and M. F. Ronveaux, “Desmosomes
and desmogenesis in the epidermis of calf muzzle,” Biologie
Cellulaire, vol. 34, no. 2-3, pp. 137–152, 1979.

[78] L. A. Staehelin, “Structure and function of intercellular
junctions,” International Review of Cytology, vol. 39, pp. 191–
283, 1974.

[79] K. Miller, D. Mattey, H. Measures, C. Hopkins, and D.
Garrod, “Localisation of the protein and glycoprotein com-
ponents of bovine nasal epithelial desmosomes by immuno-
electron microscopy,” EMBO Journal, vol. 6, no. 4, pp. 885–
889, 1987.

[80] A. Al-Amoudi, J.-J. Chang, A. Leforestier, et al., “Cryo-
electron microscopy of vitreous sections,” EMBO Journal,
vol. 23, no. 18, pp. 3583–3588, 2004.

[81] A. Al-Amoudi, J. Dubochet, and L. Norlen, “Nanostructure
of the epidermal extracellular space as observed by cryo-
electron microscopy of vitreous sections of human skin,”
Journal of Investigative Dermatology, vol. 124, no. 4, pp. 764–
777, 2005.

[82] W. W. Franke, R. Moll, and D. L. Schiller, “Desmoplakins of
epithelial and myocardial desmosomes are immunologically
and biochemically related,” Differentiation, vol. 23, no. 2, pp.
115–127, 1982.

[83] A. Shimizu, A. Ishiko, T. Ota, et al., “In vivo ultrastructural
localization of the desmoglein 3 adhesive interface to the
desmosome mid-line,” Journal of Investigative Dermatology,
vol. 124, no. 5, pp. 984–989, 2005.

[84] M. S. Steinberg, H. Shida, G. J. Giudice, M. Shida, N. H.
Patel, and O. W. Blaschuk, “On the molecular organization,
diversity and functions of desmosomal proteins,” Ciba
Foundation Symposium, vol. 125, pp. 3–25, 1987.

[85] R. O. Hynes, “Integrins: bidirectional, allosteric signaling
machines,” Cell, vol. 110, no. 6, pp. 673–687, 2002.

[86] R. C. Liddington and M. H. Ginsberg, “Integrin activation
takes shape,” Journal of Cell Biology, vol. 158, no. 5, pp. 833–
839, 2002.

[87] A. Jerome-Morais, H. R. Rahn, S. S. Tibudan, and M. F.
Denning, “Role for protein kinase C-alpha in keratinocyte
growth arrest,” Journal of Investigative Dermatology, vol. 129,
no. 10, pp. 2365–2375, 2009.

[88] D. R. Garrod, C. Fisher, A. Smith, and Z. Nie, “Pervanadate
stabilizes desmosomes,” Cell Adhesion & Migration, vol. 2, no.
3, pp. 161–166, 2008.

[89] E. P. Parrish, J. E. Marston, D. L. Mattey, H. R. Measures, R.
Venning, and D. R. Garrod, “Size heterogeneity, phospho-
rylation and transmembrane organisation of desmosomal
glycoproteins 2 and 3 (desmocollins) in MDCK cells,” Journal
of Cell Science, vol. 96, part 2, pp. 239–248, 1990.

[90] M. Pasdar, Z. Li, and H. Chan, “Desmosome assembly and
disassembly are regulated by reversible protein phospho-
rylation in cultured epithelial cells,” Cell Motility and the
Cytoskeleton, vol. 30, no. 2, pp. 108–121, 1995.

[91] C. A. Gaudry, H. L. Palka, R. L. Dusek, et al., “Tyrosine-
phosphorylated plakoglobin is associated with desmogleins
but not desmoplakin after epidermal growth factor receptor
activation,” Journal of Biological Chemistry, vol. 276, no. 27,
pp. 24871–24880, 2001.

[92] J. H. Lorch, J. Klessner, J. K. Park, et al., “Epidermal growth
factor receptor inhibition promotes desmosome assembly
and strengthens intercellular adhesion in squamous cell
carcinoma cells,” Journal of Biological Chemistry, vol. 279, no.
35, pp. 37191–37200, 2004.

[93] S. Miravet, J. Piedra, J. Castano, et al., “Tyrosine phos-
phorylation of plakoglobin causes contrary effects on its

association with desmosomes and adherens junction compo-
nents and modulates beta-catenin-mediated transcription,”
Molecular and Cellular Biology, vol. 23, no. 20, pp. 7391–7402,
2003.

[94] T. Yin, S. Getsios, R. Caldelari, et al., “Mechanisms of
plakoglobin-dependent adhesion: desmosome-specific func-
tions in assembly and regulation by epidermal growth factor
receptor,” Journal of Biological Chemistry, vol. 280, no. 48, pp.
40355–40363, 2005.

[95] C. B. Croft and D. Tarin, “Ultrastructural studies of wound
healing in mouse skin. I. Epithelial behaviour,” Journal of
Anatomy, vol. 106, no. 1, pp. 63–77, 1970.

[96] Y. Danjo and I. K. Gipson, “Actin ’purse string’ filaments are
anchored by E-cadherin-mediated adherens junctions at the
leading edge of the epithelial wound, providing coordinated
cell movement,” Journal of Cell Science, vol. 111, no. 22, pp.
3323–3332, 1998.

[97] T. D. Allen and C. S. Potten, “Desmosomal form, fate, and
function in mammalian epidermis,” Journal of Ultrastructure
Research, vol. 51, no. 1, pp. 94–105, 1975.

[98] P. K. Holm, S. H. Hansen, K. Sandvig, and B. Van Deurs,
“Endocytosis of desmosomal plaques depends on intact
actin filaments and leads to a nondegradative compartment,”
European Journal of Cell Biology, vol. 62, no. 2, pp. 362–371,
1993.

[99] M. Pasdar and W. J. Nelson, “Regulation of desmosome
assembly in epithelial cells: kinetics of synthesis, transport,
and stabilization of desmoglein I, a major protein of the
membrane core domain,” Journal of Cell Biology, vol. 109, no.
1, pp. 163–177, 1989.

[100] M. Amagai, V. Klaus-Kovtun, and J. R. Stanley, “Autoan-
tibodies against a novel epithelial cadherin in Pemphigus
vulgaris, a disease of cell adhesion,” Cell, vol. 67, no. 5, pp.
869–877, 1991.

[101] X. Ding, L. A. Diaz, J. A. Fairley, G. J. Giudice, and Z.
Liu, “The anti-desmoglein 1 autoantibodies in pemphigus
vulgaris sera are pathogenic,” Journal of Investigative Derma-
tology, vol. 112, no. 5, pp. 739–743, 1999.

[102] E. J. Muller, L. Williamson, C. Kolly, and M. M. Suter,
“Outside-in signaling through integrins and cadherins: a
central mechanism to control epidermal growth and differ-
entiation?” Journal of Investigative Dermatology, vol. 128, no.
3, pp. 501–516, 2008.

[103] G. F. H. Diercks, H. H. Pas, and M. F. Jonkman, “The
ultrastructure of acantholysis in pemphigus vulgaris,” British
Journal of Dermatology, vol. 160, no. 2, pp. 460–461, 2009.

[104] K. Hashimoto and W. F. Lever, “An electron microscopic
study on pemphigus vulgaris of the mouth and the skin
with special reference to the intercellular cement,” Journal of
Investigative Dermatology, vol. 48, no. 6, pp. 540–552, 1967.

[105] C. H. Hu, B. Michel, and J. R. Schiltz, “Epidermal acan-
tholysis induced in vitro by pemphigus autoantibody. An
ultrastructural study,” American Journal of Pathology, vol. 90,
no. 2, pp. 345–362, 1978.

[106] Y. Takahashi, H. P. Patel, and R. S. Labib, “Experimentally
induced pemphigus vulgaris in neonatal BALB/c mice: a
time-course study of clinical, immunologic, ultrastructural,
and cytochemical changes,” Journal of Investigative Derma-
tology, vol. 84, no. 1, pp. 41–46, 1985.

[107] G. F. Wilgram, J. B. Caufield, and W. F. Lever, “An electron
microscopic study of acntholysis in pemphigus vulgaris,”
Journal of Investigative Dermatology, pp. 373–382, 1961.

[108] A. Shimizu, A. Ishiko, T. Ota, K. Tsunoda, M. Amagai, and
T. Nishikawa, “IgG binds to desmoglein 3 in desmosomes



Dermatology Research and Practice 17

and causes a desmosomal split without keratin retraction
in a pemphigus mouse model,” Journal of Investigative
Dermatology, vol. 122, no. 5, pp. 1145–1153, 2004.

[109] M. Amagai, K. Tsunoda, H. Suzuki, K. Nishifuji, S. Koyasu,
and T. Nishikawa, “Use of autoantigen-knockout mice in
developing an active autoimmune disease model for pemphi-
gus,” Journal of Clinical Investigation, vol. 105, no. 5, pp. 625–
631, 2000.

[110] Y. Aoyama and Y. Kitajima, “Pemphigus vulgaris-IgG causes
a rapid depletion of desmoglein 3 (Dsg3) from the Triton X-
100 soluble pools, leading to the formation of Dsg3- depleted
desmosomes in a human squamous carcinoma cell line,
DJM-1 cells,” Journal of Investigative Dermatology, vol. 112,
no. 1, pp. 67–71, 1999.

[111] C. C. Calkins, S. V. Setzer, J. M. Jennings, et al., “Desmoglein
endocytosis and desmosome disassembly are coordinated
responses to pemphigus autoantibodies,” Journal of Biological
Chemistry, vol. 281, no. 11, pp. 7623–7634, 2006.

[112] N. Cirillo, G. Campisi, F. Gombos, L. Perillo, F. Femiano, and
A. Lanza, “Cleavage of desmoglein 3 can explain its depletion
from keratinocytes in pemphigus vulgaris,” Experimental
Dermatology, vol. 17, no. 10, pp. 858–863, 2008.

[113] N. Cirillo, F. Femiano, F. Gombos, and A. Lanza, “Serum
from pemphigus vulgaris reduces desmoglein 3 half-life
and perturbs its de novo assembly to desmosomal sites in
cultured keratinocytes,” FEBS Letters, vol. 580, no. 13, pp.
3276–3281, 2006.

[114] E. Delva, J. M. Jennings, C. C. Calkins, M. D. Kottke,
V. Faundez, and A. P. Kowalczyk, “Pemphigus vulgaris
IgG-induced desmoglein-3 endocytosis and desmosomal
disassembly are mediated by a clathrin- and dynamin-
independent mechanism,” Journal of Biological Chemistry,
vol. 283, no. 26, pp. 18303–18313, 2008.

[115] Y. Yamamoto, Y. Aoyama, E. Shu, K. Tsunoda, M. Amagai,
and Y. Kitajima, “Anti-desmoglein 3 (Dsg3) monoclonal
antibodies deplete desmosomes of Dsg3 and differ in their
Dsg3-depleting activities related to pathogenicity,” Journal of
Biological Chemistry, vol. 282, no. 24, pp. 17866–17876, 2007.

[116] N. Cirillo, A. Lanza, and S. S. Prime, “Induction of hyper-
adhesion attenuates autoimmune-induced keratinocyte cell-
cell detachment and processing of adhesion molecules via
mechanisms that involve PKC,” Experimental Cell Research,
vol. 316, no. 4, pp. 580–592, 2010.

[117] X. Mao, E. J. Choi, and A. S. Payne, “Disruption of desmo-
some assembly by monovalent human pemphigus vulgaris
monoclonal antibodies,” Journal of Investigative Dermatology,
vol. 129, no. 4, pp. 908–918, 2009.

[118] I. Sanchez-Carpintero, A. Espana, B. Pelacho, et al., “In vivo
blockade of pemphigus vulgaris acantholysis by inhibition of
intracellular signal transduction cascades,” British Journal of
Dermatology, vol. 151, no. 3, pp. 565–570, 2004.

[119] M. F. Jonkman, A. M. G. Pasmooij, S. G. M. A. Pasmans,
et al., “Loss of desmoplakin tail causes lethal acantholytic
epidermolysis bullosa,” American Journal of Human Genetics,
vol. 77, no. 4, pp. 653–660, 2005.

[120] E. A. Bornslaeger, C. M. Corcoran, T. S. Stappenbeck,
and K. J. Green, “Breaking the connection: displacement
of the desmosomal plaque protein desmoplakin from cell-
cell interfaces disrupts anchorage of intermediate filament
bundles and alters intercellular junction assembly,” Journal
of Cell Biology, vol. 134, no. 4, pp. 985–1001, 1996.

[121] E. A. Smith and E. Fuchs, “Defining the interactions between
intermediate filaments and desmosomes,” Journal of Cell
Biology, vol. 141, no. 5, pp. 1229–1241, 1998.

[122] T. S. Stappenbeck, E. A. Bornslaeger, C. M. Corcoran, H. H.
Luu, M. L. A. Virata, and K. J. Green, “Functional analysis of
desmoplakin domains: specification of the interaction with
keratin versus vimentin intermediate filament networks,”
Journal of Cell Biology, vol. 123, no. 3, pp. 691–705, 1993.

[123] T. S. Stappenbeck and K. J. Green, “The desmoplakin
carboxyl terminus coaligns with and specifically disrupts
intermediate filament networks when expressed in cultured
cells,” Journal of Cell Biology, vol. 116, no. 5, pp. 1197–1209,
1992.

[124] J. A. McGrath, J. R. McMillan, C. S. Shemanko, et al.,
“Mutations in the plakophilin 1 gene result in ectodermal
dysplasia/skin fragility syndrome,” Nature Genetics, vol. 17,
no. 2, pp. 240–244, 1997.

[125] A. P. South, H. Wan, M. G. Stone, et al., “Lack of plakophilin
1 increases keratinocyte migration and reduces desmosome
stability,” Journal of Cell Science, vol. 116, no. 16, pp. 3303–
3314, 2003.


	Introduction
	Epithelial Cells In Vivo: Some Myths andSpecific Junctional Considerations
	Calcium-Induced Desmosome Assembly and Its Significance
	Desmosomes Form an Insoluble Complexwith Intermediate Filaments
	Desmosome ``Modulation'' RequiresEpithelial Confluence
	Calcium-Independence Is the Normal State for Desmosomes In Vivo
	Desmosomes Revert to Calcium-Dependence in Wounded Epidermis
	Calcium-Independent Desmosomes Are Hyperadhesive
	Acquisition of Hyperadhesion Involves No Change in the Composition of Desmosomes
	Desmosome Structure Suggests a Basis for Hyperadhesion
	An Ordered Intercellular Zone Requiresan Ordered Plaque
	Protein Kinase C Modulates Desmosomal Adhesiveness
	Downregulation of Desmosomes In Vivo:Internalisation versus Disassembly
	Some Implications for and Suggestions from Human Disease
	Acknowledgments
	References

