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Abstract
A definite identification of epidermal stem cells is not known and the mechanism of epidermal differentiation is not fully
understood. Toward both of these quests, considerable information is available from the research on lineage tracing and clonal
growth analysis in the basal layer of the epidermis, on the hair follicle and the interfollicular epidermal stem cells, and on Wnt
signaling along with its role in the developmental patterning and cell differentiation. In this paper, literature on the aforemen-
tioned research has been collated and analyzed. In addition, models of the basal layer cellular composition and the epidermal
differentiation have been presented.
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Introduction

Epidermis self-renews and maintains homeostasis autonomously
without the influx of the hair follicle (HF) cells [1]. On the other
hand, during wound healing, HF stem cells (HFSCs), residing in
the bulge, and LGR6+ and Lrig1+ cells, residing in the upper
isthmus, migrate to the wound [1–3]. Notably, the bulge cells are
eliminated from the epidermis several weeks after the wound
occurs and are responsible for acute wound healing [1]. Like
every other tissue, the epidermis is hypothesized to have its
own stem cells. However, a definite identification of the epider-
mal stem cells remains elusive.

The epidermis consists of a basal layer, adhering to a base-
ment membrane, few layers of differentiated cells, and a
cornified envelope of dead cells. Epidermal stem cells, requiring
a specific niche and interaction with the extracellular matrix,
reside in the basal layer. Basal cells are columnar while
the differentiated cells form sheets and are called squamous cells.

A classical model of epidermal stem cell differentiation
exists [4]. This two-compartment model consists of slowly

dividing stem cells (SCs) and fast dividing non-stem cell prog-
enies, called the transit-amplifying cells(TAs) [5], which di-
vide few times before undergoing a program of differentiation
[5]. Thus, in the two-compartment model, a single stem cell,
surrounded by few transit-amplifying cells, lies beneath few
layers of the differentiated cells, forming a self-limiting epi-
dermal structure [5]. The stem cell compartment expresses
higher levels of α2β1, α3β1, and α6β4 integrins and is pat-
terned on the basement membrane [6, 7]. The patterning may
not be affected by the dermis and may be autoregulated [6].

However, a recent analysis of the clone size distribution did
not support the SC/TA hypothesis [8]. According to this study, if
the SC/TA hypothesis were correct, the clone size distribution
must become time-independent. In contrast, the study found a
continuous increase in the clone size with time in the epidermis
[8]. To analyze the observed clone size distribution, the study
modeled that a stem cell has three stochastic fates when it un-
dergoes mitosis. It can produce two undifferentiated cells or two
cells that will go through terminal differentiation or one cell of
each fate. The stochastic analysis of the study [8] at long time
scales showed that the average number of the basal cells in a
clone increases linearly with time, a conclusion contradictory to
the idea of the long-lived self-renewing stem cells [8]. Based on
the above inconsistency, the study concludes that a single pro-
genitor cell compartment maintains the epidermis during homeo-
stasis [8]. Nonetheless, the study acknowledges a caveat that a
small population of quiescent stem cells, which may be very
active in wound healing, would be undetectable in it [8].
However, how a single progenitor cell population maintains the
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epidermis is not known from experiments. Further, although
mathematically a single progenitor cell population may be able
to explain certain properties of the clonal growth, it may not be
sufficient to provide the chemical cues required to maintain the
differentiated layers of the epidermis. Furthermore, since the
above model is not applicable to wound healing and wound
healing requires interaction between the interfollicular epidermis
(IFE) and the HF, the one progenitor cell compartment model
may not be the complete model of the epidermis.

Is there a Requirement for Discrete SC and TA
Populations?

Multiple markers of the IFE stem cells have been suggested.
These include high levels of β1 and α6 integrins, low levels of
CD71, high levels of Delta1, low levels of desmoglein, and
low levels of EGFR1 [6, 9–14]. Based on the expression of
different markers, multiple studies suggest that there may be a
“gradual degree of stemness” in the basal layer [9, 14–16].
However, single-cell transcriptomics identified four states of
the basal cells [17, 18].

During the homeostasis when the basal and the differenti-
ated compartments are fully established, there may not be a
need for the discrete SC and TA populations as suggested by
Clayton et al. [8]. However, if there is a gradual degree of
stemness in the basal layer, cells will have an equal and high
probability to change into cells of a different stemness.
Therefore, in wound healing, basal cells in the nearby IFE
may be sufficient to heal the wound. However, during healing,
LGR6 and Lrig1 cells from the upper isthmus migrate to the
wound [1–3], suggesting that these cells have special roles in
the basal layer.

To understand the complete model of the epidermis, here,
we put together the details available on the stem cells, which
can generate the IFE and the HF, as well as on the role of Wnt
signaling in proliferation, differentiation, and patterning. First,
to reveal the cell types in the basal layer, we list the details
available on the stem cells in the IFE and present a stochastic
model of the basal layer cell composition.

IFE and HF Stem Cells

Recently, the lgr5 gene, which marks the HF stem cells, was
identified [19]. LGR5 cells contribute to all hair lineages ex-
cept the IFE and the sebaceous gland (SG) [19, 20].
Subsequently, the lgr6 gene, which marks the stem cells re-
siding above the hair follicle bulge, was identified [20]. The
LGR6 cells expressed none of the known bulge stem cell
markers [20]. They contributed to all lineages of skin includ-
ing the IFE and the SG [20]. Thus, LGR6 marks the most
primitive epidermal stem cells [20]. Further, the HF cycling
by the LGR5 cells requires Wnt signaling [20]. On the other
hand, the role of Wnt signaling in the IFE is not clear. Since

LGR6+ and LGR5+ cells are two distinct stem cell popula-
tions in the hair, the information above suggests that the
LGR6 stem cells seed the SG and the IFE whereas the
LGR5 stem cells seed the HF. In addition, recently, Axin2, a
Wnt target gene, expressing stem cells in the IFE has been
identified [21]. Notably, Axin2 cells contribute to wound
healing without the need for the quiescent stem cells [21].
Further, the Axin2+ stem cells produce both Wnt ligands
and long-range Wnt inhibitors [21]. Although Wnt signaling
has a role in both the LGR6+ and Axin2+ cells, the relation-
ship between the two cells in the IFE is not clear.

Stem Cell Quiescence

In homeostasis and repair of a tissue, stem cell quiescence,
proliferation, and differentiation play important roles. In the
HFSCs, quiescence is controlled by NFATc1 [22], which
through BMP signaling represses CDK4, maintaining
their quiescence [22]. On the other hand, the premature acti-
vation of the stem cells caused by the suppression of NFATc1
signaling causes precocious follicular growth [22]. Similar to
NFATc1 in the HF, Lrig1 is responsible for the quiescence of
the IFE stem cells [14].

LGR6 and Lrig1 Mark Stem Cells of the IFE

Lrig1+ cells are the quiescent stem cells in the basal layer of
the epidermis [14]. In the HF, they are found in the junctional
region near the sebaceous gland and infundibulum [5, 23]. In
the IFE, Lrig1 expressing cells were found at a specific loca-
tion at the junction of the dermis and epidermis, called rete
ridge [14]. These cells also express high levels of β1 integrin
[14]. Other studies claim that Lrig1 is expressed throughout
the basal layer [23, 24]. However, cells expressing high levels
of Lrig1 also have high levels of β1 integrin [23, 24].

Lrig1 is a negative feedback regulator of EGFR signaling
[25] and negatively regulates myc promoter [14]. On the other
hand, Lrig1 is induced by myc [23]. This negative feedback
loop may be responsible for the low level of myc in the basal
cells. Since myc causes differentiation of the epidermal stem
cells [26–28] and Lrig1 inhibits their proliferation, Lrig1 acts
as a brake against proliferation and differentiation (Fig. 1).
Further, Lrig1+ cells express high levels of α6β4 integrins
[14, 23] while myc reduces the expression of α6β4 integrins
[29]. Furthermore, expression of myc2 in the basal layer re-
duced the expression of β1 integrin [30].

LGR6 stem cells are also found in the basal layer of IFE in
addition to SG and isthmus [31]. Further, LGR6+ but not
Lrig1+ cells in the epidermis are capable of forming new hair
follicles [32]. Thus, the LGR6 cells are more primitive stem
cells than the Lrig1 cells. Further, like the Lrig1 cells, the
LGR6 cells express α6 integrins [33].
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With the above information, since the single-cell tran-
scriptomics identified four states of the basal cells [17, 18],
we present a four-cell-type model of the basal layer.

Stochastic Model of the Basal Layer

We model that the interconversions among the 4 cell types
(Table 1) during the mitosis happen stochastically in the basal
layer. Further, we assume that the probability of conversion of
a favorable process, i.e. conversion of LGR6(+) or Lrig1(+)
cell to LGR6(−) or Lrig1(−) cell, respectively, is p while that
of the reverse, the less favorable process, is σp, where σ is the
probability of the basal cells expressing either of the two
markers, LGR6 and Lrig1. A compartment containing n cell

types will have n n−1ð Þ
2 þ n

h i
stochastic conversion reactions

for each cell type, amounting to 10 reactions for each of the
four cell types in the basal layer. Table 2a and b lists all the
reactions occurring in the basal layer and their probabilities.

From Table 2a and b, we calculate the propensity of con-
version of each type of the basal cells if the conversion reac-
tions occur stochastically during the epidermal homeostasis.
The propensities of conversions are:

ΔA ¼ p2 5þ σþ 3σ2 þ σ3
� �

;

ΔB ¼ p2 12þ 4σ−3σ2 þ σ3−σ4
� �

;

ΔC ¼ p2 −5þ 4σþ 7σ2 þ 2σ3 þ 2σ4
� �

;

ΔD ¼ p2 5þ σþ 3σ2 þ σ3
� �

Since at the homeostasis the fractions of different cell types
will distribute according to their propensity of conversion, the
proportions of different cell types are given as:

Fraction A ¼ 5þ σþ 3σ2 þ σ3

17þ 10σþ 10σ2 þ 5σ3 þ σ4
ð1Þ

Fraction B ¼ 12þ 4σ−3σ2 þ σ3−σ4

17þ 10σþ 10σ2 þ 5σ3 þ σ4
ð2Þ

Fraction C ¼ −5þ 4σþ 7σ2 þ 2σ3 þ 2σ4

17þ 10σþ 10σ2 þ 5σ3 þ σ4
ð3Þ

EGFR signaling

Lrig1 EGFR

Proliferation

Differentiation 

myc

 Lrig1 myc 

 Nucleus 

Fig. 1 Regulation of proliferation and differentiation by Lrig1. Lrig1
negatively regulates EGFR, inhibiting the proliferation of cells. Lrig1
and myc are linked in a negative feedback loop, inhibiting the
differentiation of the cells. Positive regulation has been represented by
an arrow while negative regulation has been shown by a line (a minus
sign)

Table 1 SC/TA cells in the basal layer of the epidermis

Marker Cell label Characteristics

LGR6(+)/Lrig1(−) A Minor TA cell 2

LGR6(−)/Lrig1(−) B Major TA cell

LGR6(+)/Lrig1(+) C Major Stem cell, quiescent

LGR6(−)/Lrig1(+) D Minor TA cell 3, quiescent

Table 2 Conversion reactions and probabilities of conversion of the
SC/TA cells in the basal layer for the 4-cell type model. a Conversion
reactions of the LGR6+/Lrig1- (the cell type labeled as A) and the
LGR6-/Lrig1- (the cell type labeled as B) cells b Conversion reactions
of the LGR6+/Lrig 1+ (the cell type labeled as C) and the LGR-/Lrig1+
(the cell type labeled as D) cells

Conversion Probability Conversion Probability

A➔A+A p2 B➔A+A σ2p2

A➔B+B p2 B➔B+B p2

A➔C+C σ2p2 B➔C+C σ4p2

A➔D+D σ2p2 B➔D+D σ2p2

A➔A+B p2 B➔A+B σp2

A➔A+C σp2 B➔A+C σ3p2

A➔A+D σp2 B➔A+D σ2p2

A➔B+C σp2 B➔B+C σ2p2

A➔B+D σp2 B➔B+D σp2

A➔C+D σ2p2 B➔C+D σ3p2

C➔A+A p2 D➔A+A σ2p2

C➔B+B p2 D➔B+B p2

C➔C+C p2 D➔C+C σ2p2

C➔D+D p2 D➔D+D p2

C➔A+B p2 D➔A+B σp2

C➔C+A p2 D➔A+C σ2p2

C➔A+D p2 D➔A+D σp2

C➔B+C p2 D➔B+C σp2

C➔B+D p2 D➔B+D p2

C➔C+D p2 D➔C+D σp2
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Fraction D ¼ 5þ σþ 3σ2 þ σ3

17þ 10σþ 10σ2 þ 5σ3 þ σ4
ð4Þ

For example for σ = 0.7: %A = 24.3, %B = 43.5, %C =
7.8, and %D = 24.3.

SC/TA Model of the Basal Layer of the IFE

Since the cell type C (Table 1) expresses both stem cell markers
andmay be quiescent, we characterize it as themajor stem cell in
the basal layer. Further, its population in the basal layer is sto-
chastically the least (see the section above). Interestingly, Lrig1+
cells do not express any of the bulge stem cell markers [19, 23,
34, 35] like the LGR6 cells [20]. On the other hand, the LGR6
cells can generate all skin lineages including the Lrig1+ cells [20]
andLrig1 cells express high levels of Blimp1, a knownmarker of
LGR6 [36], suggesting an overlap between the two markers [3,
23]. Further, Blimp1 negatively regulates myc directly [37] in
addition to the negative regulation of myc by Lrig1. Thus,
through these double repressions, the LGR6(+)/Lrig1(+) cells
may be highly resistant to differentiation (Fig. 2a). In contrast,
the LGR6(−)/Lrig1(−) cells, the cell type B (Table 1), have been
characterized as the major TA cells since they are proliferative
and can differentiate (Fig. 2b). Further, stochastically their pop-
ulation is the largest. On the other hand, the LGR6(+)/Lrig1(−)
cells, the cells labeled as A (Table 1), although express the stem

cell marker, are proliferative and may differentiate directly (Fig.
2c). Thus, these cells may constitute another type of the TA cell
population and we label them as the minor TA cell 2, the second
major TA cell in the basal layer. Interestingly, proliferating
LGR6+ cells were found to express Axin2 [38]. Thus, the
LGR6+ cells and the Axin2+ cells may be the same and the
Axin2 cells have been shown to differentiate directly [21]. In
contrast, the LGR6(−)/Lrig1(+) cells, the type D cells, have been
labeled as the minor TA cell 3 because they are nonproliferative
(Fig. 2d). However, notwithstanding their quiescence in the basal
layer, the LGR6(−)/Lrig1(+) cells can upregulate myc and differ-
entiate in the upper layers of the epidermis. Yet, the differentia-
tion of the Lrig1+ epidermal basal cells remains to be shown
although it has been shown in the meibomian gland epithelial
cells in the eyelid, where the progenitor cells express Lrig1 while
the differentiated cells suppress Lrig1 and express DNase2 in-
stead [39]. Interestingly,α6β4 integrins are found on the surfaces
of some cells in the immediate suprabasal region of the epidermis
[40], suggesting the existence of theminor TA-related cells in the
suprabasal region.

Major TA Cells Must Convert to the Major SCs with a
Minimum Probability

Since σp is the probability that the LGR6(−) or the Lrig1(−)
cells change into LGR6(+) and Lrig1(+) cells while p is the

LGR6+/Lrig1+     
(Major SC) 

Highly resistant to 
differentiation and 
proliferation 

Inactive EGFR myc

a
LGR6-/Lrig1-     
(Major TA cell) 

No negative 
regulation 

Proliferate and 
differentiate 

myc EGFR 

b

LGR6+/Lrig1-     
(Minor TA 2 cell) 

Proliferative and 
less resistant to 
differentiation 

Inactive 
No negative 
regulation myc EGFR 

c
LGR6-/Lrig1+     
(Minor TA 3 cell) 

Non-proliferative 
and less resistant 
to differentiation 

Inactive myc EGFR 

d

Fig. 2 Properties of the four types
of cells in the basal layer. The
property of proliferation and
differentiation of the four types of
the basal cells have been shown
(a) the major stem cell (b) the
major transit-amplifying cell (c)
the minor transit-amplifying cell 2
(d) the minor transit-amplifying
cell 3

Stem Cell Rev and Rep



probability of the reverse process, σ should not approach uni-
ty. For σ in the range 0.56–1, the percentage of the major stem
cells (the type C cells) varies from 0%–23.3% according to eq.
3. This puts a limit on the difference between the major TA
(the type B cells) and the major stem cells (the type C cells).
The major TA cells should convert to the major SCs with a
minimum probability, CPmin = σmin

2p = 0.31p, in the basal
layer, where, σmin = 0.56. Thus, although the major TA cells
are significantly different from the major SCs, theymay not be
so different that themajor TA cells cannot convert to the major
SCs, otherwise the major SC population in the basal layer will
be exhausted.

Since the environment of each layer can be assumed to be
responsible for maintaining the individual layers, the mini-
mum limit on the probability of conversion of the major TA
cells to the major SCs also underlines the importance of main-
taining the difference between the basal layer and the
suprabasal layers in a fundamental manner. This may be the
reason that the basal cells are columnar so that if the environ-
ment from the upper layer seeps in the basal layer, the cells
exposed to such environment move up consistently. In con-
trast, the differentiation of the TA cells in the basal layer may
reduce the conversion probability below CPmin, exhausting
the stem cells, destroying the homeostasis.

Evidence in Support of the Discrete SC/TA Hypothesis
Is Stronger than that in Support of the Gradual
Stemness Hypothesis

Next, we calculated the minimum value of σ, corresponding
to the zero value of the fraction of the major stem cell, for the
basal layer having 8 cell types (Supplementary information S)
and compared it with the basal layer having 4 cell types.
Table 3 shows the minimum value of σ for the basal layer
having different numbers of the cell types. If the types of cells
in the basal layer were more than 4, the minimum σ will

progressively approach 1 (Table 3), making all conversions
have a high probability, which is the case with the gradual
degree of stemness hypothesis. However, σmin approaching
1 is impractical from the biological point of view because
the probability of conversion of a nonstem cell to a stem cell
cannot be as high as that of a stem cell to a nonstem cell
progeny. Further, the gradual stemness hypothesis may create
an unstable basal layer in which any physical perturbation,
reducing the conversion probability of the major TA cells to
major SCs below the minimum allowable probability, may
exhaust the major SC population. In addition, the gradual
stemness hypothesis may not require the LGR6+ and Lrig1+
cells from the upper isthmus to migrate to the wound and is,
therefore, unrealistic. Thus, the gradual stemness hypothesis,
which is similar to a single type of progenitor cell conclusion
drawn by Clayton et al. [8], has less support than the discrete
SC/TA hypothesis. Further, in invalidating SC/TA model,
Clayton et al. [8] assumed that the TA cells produced from
the SCs commit to the terminal differentiation in the basal
layer before moving up, which may be invalid since the basal
layer may not contain the committed cells.

There Is Strong Evidence in Support for a 4-Cell Type
Model of the Basal Layer

If there were only 2 or 3 types of cells in the basal layer
(Supplementary information S), the minimum allowable
probability of conversion of the LGR6(−) or Lrig1(−)
cells to LGR6(+) and Lrig1(+) is 0 (Table 3). Thus in
these cases, the TA cells could be completely different
from the SCs and there was no requirement for the basal
layer environment to be completely different from that of
the suprabasal layers other than the niche required for the
SC because the cell differentiation was allowed even in
the basal layer. The minimum number of cell types for
which there is an explicit requirement for the basal layer
to be different from the suprabasal layers, i.e. to have a
nonzero σmin, is 4 (Table 3). Further, for the number of
cell types to be 4, the σmin may not be unreasonably high
(Table 3) and, most importantly, the single-cell tran-
scriptomics identified four states of the basal cells [17,
18]. Thus, the evidence in support of a 4-cell-type basal
layer model is significantly strong.

For σ = 0.7 and the 4-cell type model, the percentage of
the major SC is 7.8%, which is in the range observed previ-
ously [41, 42]. For σ in the range 0.56–1¸ the percentage of
Lrig1+ cells (% of type C cells + % of type D cells) varies
from 27% to 51.3% which explains the presence of these cells
throughout the basal layer [23, 24]. Further, according to the
4-cell type model, the majority of the basal cells (i.e. LGR6+
and/or Lrig1+) may express α6 integrins as has been observed
previously [40].

Table 3 Minimum value of the probability that the basal cells express
either LGR6 or Lrig1 markers,σ, for the different number of types of SC/
TA cells in the basal layer. Fractions of the different cell types in the basal
layer, consisting of either 2 types of cells or 3 types of cells or 4 types of
cells or 8 types of cells, have been calculated based on their propensities
of conversion. The minimum value of σ corresponds to the fractions
when the fraction of the major stem cell becomes zero

Numbers of types of
cells in the basal layer

σmin

2 0

3 0

4 0.56

8 0.70
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The model above presents the composition of the basal
layer.

Epidermal Differentiation

To present a model of the differentiation of TA cells in the
upper layers of the IFE, we put together information on Wnt
signaling enhancers and antagonists, their combinatorial ex-
pression in patterning, and the role of the Wnt inhibitor Dkk
in cancer and cell differentiation.

Wnt Signaling Is Controlled by Feedback Loops

LGR4, LGR5, and LGR6 receptors along with their solu-
ble ligands, R-spondins, are enhancers of Wnt signaling
[43]. R-spondins can bind to the three receptors, which
are facultative Wnt receptor components that enhance
Wnt signal [44]. Reducing LGR5 reduces β-catenin trans-
location to the nucleus and expression of two Wnt target
genes c-myc and cyclin D [45]. LGR5 associates with the
Wnt coreceptors Frizzled/Lrp [44, 46] and potentiates Wnt
signaling by enhancing Lrp6 phosphorylation [47] (Fig. 3).
In addition to the direct effect, the LGR5/R-spondin com-
plex neutralizes the two E3 ligases, Rnf43 and Znrf3,
which negatively regulate Wnt receptors [43] (Fig. 3).
Moreover, Rnf43 and Znrf3 are Wnt target genes, forming
a negative feedback regulation of the Wnt signaling [43]
(Fig. 3). This negative feedback loop may block Wnt sig-
naling, which can be rescued by the action of LGR5/R-
spondins on Rnf43 and Znrf3 (Fig. 3). In addition to
Rnf3/Znrf3, Dickkopf (Dkk)1, an inhibitor of Wnt signal-
ing is a Wnt target gene, creating another negative feed-
back loop [48] (Fig. 3). Thus, enhancers, negative feed-
back regulators, and anti-negative feedback regulators
modulate the Wnt signaling and may create a spatial dis-
tribution of its strength in a context-specific manner.

Interestingly, negative feedback loops may create Turing
instability, which can generate patterns in the development
[49].

Combinatorial Expression of Wnt and its Antagonists
in Patterning

Wnt signaling inhibits anterior development in Xenopus,
zebrafish, and mice [50]. The combinatorial expression of Wnt
and its antagonist Dkk1 generates the spatial signaling strength
required for the axial patterning including the induction of head
[50–52]. Similarly, endocytosis of Dkk1 generates the right
amount of spatial Wnt antagonism, which is important for the
gastrulation of embryos [53]. In addition, strong Dkk4 expres-
sion in the epidermis at discrete locations before hair placode
formation has been observed and the combinatorial Wnt and
Dkk expression are important for the hair follicle spacing [54]
through a reaction-diffusion mechanism involving Turing insta-
bility. Moreover, negative feedback regulation of Wnt by Dkk2
is sufficient to explain sensory organ size constancy in zebrafish
[55]. Thus, Wnt/Dkk combination has been found to play an
important role in multiple developmental patterning.

Dickkopf (Dkk) in Cell Differentiation and cancer

Dkk1 represses the growth of colon cancer [56] and it has
been implicated in 1α,25-dihydroxy vitamin D3 induced dif-
ferentiation of colon cancer cells [57]. Further, it has been
shown to cause cardiovascular ES cells differentiation [58].
Furthermore, Dkk-1 and -2 have been shown to mediate oste-
oblast differentiation [59–61]. Similarly, oxysterol-induced
osteogenic differentiation of the bone marrow stromal cells
is mediated by Dkk1 [62]. Interestingly, Dkk3 expression is
localized in the upper layer at the interface of the upper spi-
nous layer and granular layer of the IFE [63, 64], suggesting a
role of Dkk3 in the epidermal differentiation.

Autocrine Vs. Paracrine Wnt Signaling

The Axin2 expressing IFE stem cells secrete Wnt ligands that
act in an autocrine manner [21]. We hypothesized that these
cells are the LGR6+ stem cells in the epidermis. In the HF, the
highest activity of Wnt signaling was observed in the precur-
sor cells that produce the hair shaft, i. e. just before the differ-
entiation of the TA cells in the HF [65]. Presumably, these
precursor cells are the progenies of the LGR5+ HFSCs.
Interestingly, in the HF generation, epidermal Wnt ligands
are required for the dermal Wnt signaling and the dermal
Wnt signaling is required for the patterned upregulation of
the epidermalWnt signaling [66], forming a positive feedback
loop. This loop is critical for the initiation of the hair follicle
placodes in the skin [66]. Thus, the hair shaft precursor cells,
the TA cells in the HF, may receiveWnt ligands in a paracrine

Wnt signaling 

Dkk1

LGR5
Frizzled/LPR 
(Wnt receptor) 

Rnf43Znrf3

Fig. 3 Wnt pathway feedback loops. Wnt receptors (Frizzled/LPR) are
linked to two E3 ligases (Znrf3/Rnf43) in a negative feedback loop.
LGR5 potentiates Wnt signaling and negatively affects Znrf3/Rnf43,
antagonizing the effect of the negative feedback loop. Further, Wnt
receptors (Frizzled/LPR) are linked to Wnt inhibitor Dkk1 in another
negative feedback loop. Positive regulation has been shown with an
arrowwhile negative regulation has been shownwith a line (a minus sign)
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manner from the outer root sheath. In the paracrine Wnt acti-
vation, gradation of the Wnt strength can be achieved merely
by the distance of the Wnt ligand source, which supports the
finding that the Wnt signaling strength is the highest in the
hair shaft precursor cells, residing close to the outer root
sheath [65]. In contrast, in the IFE, besides diffusion of the
Wnt ligands from the basal layer, the autocrine Wnt signaling
is also present [21]. Thus, the differentiation of the IFE TA
cells may also require the spatial distribution of the Wnt in-
hibitors such as Dkk to suppress the autocrine Wnt signaling
[21]. Interestingly, Dkk3 has been found to accumulate in the
upper layers of the epidermis [21, 63, 64].

Here, we present the model [21] of the epidermal differen-
tiation and combine it with the HF.

A Combined Model of the HF and the Differentiation
Program of the IFE

In this model, in the IFE, stem cells produce both ligands and
inhibitors of the Wnt pathway [21]. While a higher concentra-
tion of Wnt ligand is found in the basal layers, a higher con-
centration of Wnt inhibitors is found in the suprabasal layers
[21, 63, 64]. On the other hand, high, stabilized β-catenin
turned the committed IFE cells to HF stem cells and caused
hair tumors [67]. Thus, the HFSCs, through LGR5 and para-
crineWnt ligands may have a higher strength ofWnt signaling
than the IFE LGR6+ cells, which may use the autocrine Wnt

signaling along with the expression of Wnt inhibitors. In this
model, IFESC switches from the LGR6 to LGR5 receptor,
changing to HFSC, while Wnt inhibitors along with the Wnt
ligands generate the graded strength of Wnt signaling in the
IFE, causing the TA cell differentiation in the epidermis
(Fig. 4).

Conclusion

In this paper, we have collated and analyzed the literature on the
epidermal and the hair follicle stem cells, the Wnt signaling, and
the role of the Wnt inhibitor Dickkopf in cell differentiation and
cancer. Further, we have presented a model in which there are 4-
types of the basal cells. The types of basal cells include a major
stem cell, a major transit-amplifying cell, and two minor transit-
amplifying cells. The four types of the basal cells are in a sto-
chastic equilibrium, maintaining the homeostasis of the epider-
mis. Themodel shows that the major TA cell must convert to the
major SC with a minimum probability otherwise the major SC
population will be exhausted. Further, we discussed that while
the paracrineWnt signalingmay be important for the hair follicle,
autocrine Wnt signaling may have a role in the epidermal differ-
entiation. Moreover, the epidermal cells differentiate due to a
programmed expression of the Wnt ligands and inhibitors. Wnt
signaling is controlled by the feedback loops and feedback reg-
ulation may provide the right amount of Wnt signaling strength,
controlling basal cells’ homeostasis, their proliferation and mi-
gration in the wound healing, and their differentiation to form a
stratified epidermis. Furthermore, while the LGR5 cells seed the
hair follicle, LGR6 cells are the most primitive epidermal stem
cells.

Supplementary Information The online version contains supplementary
material available at https://doi.org/10.1007/s12015-021-10256-1.

Availability of Data and Material All data are available in the manu-
script and the supplementary information files.

Code Availability Not applicable.

Authors’ Contributions RS performed the literature search, data analysis,
and model development, and wrote the manuscript.

Declarations

Conflict of Interest The author declares that he has no conflict of
interest.

Ethics Approval Not applicable.

Consent to Participate Not applicable.

Consent for Publication The author agrees to publish the manuscript.

Hair follicle stem cells 

LGR5 
Paracrine Wnt Signaling

Upper 
isthmus 

Hair 
follicle 
(Bulge) 

Wnt 
signaling 
strength 

Basal layer 

Spinous layer 

Granular layer 

Interfollicular epidermal stem cells 

Wnt 
ligand 

Wnt 
inhibitor 

Epidermis 

LGR6 
Autocrine Wnt Signaling 

Fig. 4 A combined model of the HF and the differentiation program of
the epidermis. LGR6 cells convert to LGR5 cells, which seed the HF.
LGR6 cells establish the differentiated epidermis with the help of Wnt
ligands and inhibitors

Stem Cell Rev and Rep

https://doi.org/10.1007/s12015-021-10256-1


References

1. Ito, M., Liu, Y., Yang, Z., Nguyen, J., Liang, F., Morris, R. J., &
Cotsarelis, G. (2005). Stem cells in the hair follicle bulge contribute
to wound repair but not to homeostasis of the epidermis. Nature
Medicine, 11, 1351–1354.

2. Dekoninck, S., & Blanpain, C. (2019). Stem cell dynamics, migra-
tion and plasticity during wound healing. Nature Cell Biology, 21,
18–24.

3. Page, M. E., Lombard, P., Ng, F., Gottgens, B., & Jensen, K. B.
(2013). The epidermis comprises autonomous compartments main-
tained by distinct stem cell populations. Cell Stem Cell, 13, 471–
482.

4. Potten, C. S. (1981). Cell replacement in epidermis (keratopoiesis)
via discrete units of proliferation. International Review of Cytology,
69, 271–318.

5. Watt, F. M., & Jensen, K. B. (2009). Epidermal stem cell diversity
and quiescence. EMBO Molecular Medicine, 1, 260–267.

6. Jones, P. H., Harper, S., &Watt, F. M. (1995). Stem cell patterning
and fate in human epidermis. Cell, 80, 83–93.

7. Watt, F. M. (1998). Epidermal stem cells: Markers, patterning and
the control of stem cell fate. Philosophical Transactions of the
Royal Society of London. Series B, Biological Sciences, 353, 831–
837.

8. Clayton, E., Doupe, D. P., Klein, A. M., Winton, D. J., Simons, B.
D., et al. (2007). A single type of progenitor cell maintains normal
epidermis. Nature, 446, 185–189.

9. Jones, P. H., &Watt, F. M. (1993). Separation of human epidermal
stem cells from transit amplifying cells on the basis of differences in
integrin function and expression. Cell, 73, 713–724.

10. Li, A., Simmons, P. J., & Kaur, P. (1998). Identification and isola-
tion of candidate human keratinocyte stem cells based on cell sur-
face phenotype. Proceedings of the National Academy of Sciences
of the United States of America, 95, 3902–3907.

11. Lowell, S., Jones, P., Le Roux, I., Dunne, J., & Watt, F. M. (2000).
Stimulation of human epidermal differentiation by delta-notch sig-
nalling at the boundaries of stem-cell clusters. Current Biology, 10,
491–500.

12. Wan, H., Stone, M. G., Simpson, C., Reynolds, L. E., Marshall, J.
F., Hart, I. R., Hodivala-Dilke, K. M., & Eady, R. A. J. (2003).
Desmosomal proteins, including desmoglein 3, serve as novel neg-
ative markers for epidermal stem cell-containing population of
keratinocytes. Journal of Cell Science, 116, 4239–4248.

13. Fortunel, N. O., Hatzfeld, J. A., Rosemary, P. A., Ferraris, C.,
Monier, M. N., et al. (2003). Long-term expansion of human func-
tional epidermal precursor cells: Promotion of extensive amplifica-
tion by low TGF-beta1 concentrations. Journal of Cell Science,
116, 4043–4052.

14. Jensen, K. B., & Watt, F. M. (2006). Single-cell expression profil-
ing of human epidermal stem and transit-amplifying cells: Lrig1 is a
regulator of stem cell quiescence. Proceedings of the National
Academy of Sciences of the United States of America, 103,
11958–11963.

15. Niemann, C., & Watt, F. M. (2002). Designer skin: Lineage com-
mitment in postnatal epidermis. Trends in Cell Biology, 12, 185–
192.

16. Potten, C. S., & Loeffler, M. (1990). Stem cells: Attributes, cycles,
spirals, pitfalls and uncertainties. Lessons for and from the crypt.
Development, 110, 1001–1020.

17. Wang, S., Drummond, M. L., Guerrero-Juarez, C. F., Tarapore, E.,
MacLean, A. L., et al. (2020). Single cell transcriptomics of human
epidermis identifies basal stem cell transition states. Nature
Communications, 11, 4239.

18. Haensel, D., Jin, S., Sun, P., Cinco, R., Dragan, M., et al. (2020).
Defining epidermal basal cell states during skin homeostasis and

wound healing using single-cell transcriptomics. Cell Reports,
30(3932–3947), e3936.

19. Jaks, V., Barker, N., Kasper, M., van Es, J. H., Snippert, H. J.,
Clevers, H., & Toftgård, R. (2008). Lgr5 marks cycling, yet long-
lived, hair follicle stem cells. Nature Genetics, 40, 1291–1299.

20. Snippert, H. J., Haegebarth, A., Kasper, M., Jaks, V., van Es, J. H.,
Barker, N., van de Wetering, M., van den Born, M., Begthel, H.,
Vries, R. G., Stange, D. E., Toftgard, R., & Clevers, H. (2010).
Lgr6 marks stem cells in the hair follicle that generate all cell line-
ages of the skin. Science, 327, 1385–1389.

21. Lim, X., Tan, S. H., Koh, W. L., Chau, R. M., Yan, K. S., et al.
(2013). Interfollicular epidermal stem cells self-renew via autocrine
Wnt signaling. Science, 342, 1226–1230.

22. Horsley, V., Aliprantis, A. O., Polak, L., Glimcher, L. H., & Fuchs,
E. (2008). NFATc1 balances quiescence and proliferation of skin
stem cells. Cell, 132, 299–310.

23. Jensen, K. B., Collins, C. A., Nascimento, E., Tan, D.W., Frye, M.,
Itami, S., & Watt, F. M. (2009). Lrig1 expression defines a distinct
multipotent stem cell population in mammalian epidermis. Cell
Stem Cell, 4, 427–439.

24. Fuchs, E. (2009). Finding one's niche in the skin. Cell Stem Cell, 4,
499–502.

25. Wong, V. W., Stange, D. E., Page, M. E., Buczacki, S., Wabik, A.,
et al. (2012). Lrig1 controls intestinal stem-cell homeostasis by
negative regulation of ErbB signalling. Nature Cell Biology, 14,
401–408.

26. Arnold, I., & Watt, F. M. (2001). C-Myc activation in transgenic
mouse epidermis results in mobilization of stem cells and differen-
tiation of their progeny. Current Biology, 11, 558–568.

27. Gandarillas, A., & Watt, F. M. (1997). C-Myc promotes differenti-
ation of human epidermal stem cells. Genes & Development, 11,
2869–2882.

28. Watt, F. M., Frye, M., & Benitah, S. A. (2008). MYC in mamma-
lian epidermis: How can an oncogene stimulate differentiation?
Nature Reviews. Cancer, 8, 234–242.

29. Frye, M., Gardner, C., Li, E. R., Arnold, I., & Watt, F. M. (2003).
Evidence that Myc activation depletes the epidermal stem cell com-
partment by modulating adhesive interactions with the local micro-
environment. Development, 130, 2793–2808.

30. Waikel, R. L., Kawachi, Y.,Waikel, P. A.,Wang, X. J., & Roop, D.
R. (2001). Deregulated expression of c-Myc depletes epidermal
stem cells. Nature Genetics, 28, 165–168.

31. Fullgrabe, A., Joost, S., Are, A., Jacob, T., Sivan, U., et al. (2015).
Dynamics of Lgr6(+) progenitor cells in the hair follicle, sebaceous
gland, and Interfollicular epidermis. StemCell Reports, 5, 843–855.

32. Kretzschmar, K., Weber, C., Driskell, R. R., Calonje, E., &Watt, F.
M. (2016). Compartmentalized epidermal activation of beta-catenin
differentially affects lineage reprogramming and underlies tumor
heterogeneity. Cell Reports, 14, 269–281.

33. Gunnarsson, A. P., Christensen, R., Li, J., & Jensen, U. B. (2016).
Global gene expression and comparison between multiple popula-
tions in the mouse epidermis. Stem Cell Research, 17, 191–202.

34. Liu, Y., Lyle, S., Yang, Z., & Cotsarelis, G. (2003). Keratin 15
promoter targets putative epithelial stem cells in the hair follicle
bulge. The Journal of Investigative Dermatology, 121, 963–968.

35. Trempus, C. S., Morris, R. J., Bortner, C. D., Cotsarelis, G.,
Faircloth, R. S., Reece, J. M., & Tennant, R. W. (2003).
Enrichment for living murine keratinocytes from the hair follicle
bulge with the cell surface marker CD34. The Journal of
Investigative Dermatology, 120, 501–511.

36. Hsu, S. Y., Kudo, M., Chen, T., Nakabayashi, K., Bhalla, A., van
der Spek, P. J., van Duin, M., & Hsueh, A. J. W. (2000). The three
subfamilies of leucine-rich repeat-containing G protein-coupled re-
ceptors (LGR): Identification of LGR6 and LGR7 and the signaling
mechanism for LGR7. Molecular Endocrinology, 14, 1257–1271.

Stem Cell Rev and Rep



37. Horsley, V., O'Carroll, D., Tooze, R., Ohinata, Y., Saitou, M.,
Obukhanych, T., Nussenzweig, M., Tarakhovsky, A., & Fuchs,
E. (2006). Blimp1 defines a progenitor population that governs
cellular input to the sebaceous gland. Cell, 126, 597–609.

38. Lee, J. H., Tammela, T., Hofree, M., Choi, J., Marjanovic, N. D.,
et al. (2017). Anatomically and functionally distinct lung mesen-
chymal populations marked by Lgr5 and Lgr6. Cell, 170(1149–
1163), e1112.

39. Xie, H. T., Sullivan, D. A., Chen, D., Hatton, M. P., Kam,W. R., &
Liu, Y. (2018). Biomarkers for progenitor and differentiated epithe-
lial cells in the human Meibomian gland. Stem Cells Translational
Medicine, 7, 887–892.

40. Sonnenberg, A., Calafat, J., Janssen, H., Daams, H., van der Raaij-
Helmer, L. M., Falcioni, R., Kennel, S. J., Aplin, J. D., Baker, J., &
Loizidou, M. (1991). Integrin alpha 6/beta 4 complex is located in
hemidesmosomes, suggesting a major role in epidermal cell-
basement membrane adhesion. The Journal of Cell Biology, 113,
907–917.

41. Alonso, L., & Fuchs, E. (2003). Stem cells of the skin epithelium.
Proceedings of the National Academy of Sciences of the United
States of America, 100(Suppl 1), 11830–11835.

42. Potten, C. S., & Morris, R. J. (1988). Epithelial stem cells in vivo.
Journal of Cell Science. Supplement, 10, 45–62.

43. de Lau, W., Peng, W. C., Gros, P., & Clevers, H. (2014). The R-
spondin/Lgr5/Rnf43 module: Regulator of Wnt signal strength.
Genes & Development, 28, 305–316.

44. de Lau, W., Barker, N., Low, T. Y., Koo, B. K., Li, V. S., et al.
(2011). Lgr5 homologues associate withWnt receptors and mediate
R-spondin signalling. Nature, 476, 293–297.

45. Hsu, H. C., Liu, Y. S., Tseng, K. C., Tan, B. C., Chen, S. J., et al.
(2014). LGR5 regulates survival through mitochondria-mediated
apoptosis and by targeting the Wnt/beta-catenin signaling pathway
in colorectal cancer cells. Cellular Signalling, 26, 2333–2342.

46. Carmon, K. S., Lin, Q., Gong, X., Thomas, A., & Liu, Q. (2012).
LGR5 interacts and cointernalizes with Wnt receptors to modulate
Wnt/beta-catenin signaling. Molecular and Cellular Biology, 32,
2054–2064.

47. Carmon, K. S., Gong, X., Lin, Q., Thomas, A., & Liu, Q. (2011). R-
spondins function as ligands of the orphan receptors LGR4 and
LGR5 to regulate Wnt/beta-catenin signaling. Proceedings of the
National Academy of Sciences of the United States of America, 108,
11452–11457.

48. Niida, A., Hiroko, T., Kasai, M., Furukawa, Y., Nakamura, Y.,
Suzuki, Y., Sugano, S., & Akiyama, T. (2004). DKK1, a negative
regulator ofWnt signaling, is a target of the beta-catenin/TCF path-
way. Oncogene, 23, 8520–8526.

49. Smith, S., & Dalchau, N. (2018). Model reduction enables Turing
instability analysis of large reaction - diffusion models. Journal of
the Royal Society Interface, 15, 20170805.

50. Niehrs, C. (2006). Function and biological roles of the Dickkopf
family of Wnt modulators. Oncogene, 25, 7469–7481.

51. Glinka, A.,Wu,W., Delius, H.,Monaghan, A. P., Blumenstock, C.,
& Niehrs, C. (1998). Dickkopf-1 is a member of a new family of
secreted proteins and functions in head induction. Nature, 391,
357–362.

52. Shinya, M., Eschbach, C., Clark, M., Lehrach, H., & Furutani-
Seiki, M. (2000). Zebrafish Dkk1, induced by the pre-MBT Wnt
signaling, is secreted from the prechordal plate and patterns the
anterior neural plate. Mechanisms of Development, 98, 3–17.

53. Kawamura, N., Takaoka, K., Hamada, H., Hadjantonakis, A. K.,
Sun-Wada, G. H., & Wada, Y. (2020). Rab7-mediated endocytosis
establishes patterning of Wnt activity through inactivation of Dkk
antagonism. Cell Reports, 31, 107733.

54. Sick, S., Reinker, S., Timmer, J., & Schlake, T. (2006). WNT and
DKK determine hair follicle spacing through a reaction-diffusion
mechanism. Science, 314, 1447–1450.

55. Wada, H., Ghysen, A., Asakawa, K., Abe, G., Ishitani, T., &
Kawakami, K. (2013). Wnt/Dkk negative feedback regulates sen-
sory organ size in zebrafish. Current Biology, 23, 1559–1565.

56. Gonzalez-Sancho, J. M., Aguilera, O., Garcia, J. M., Pendas-
Franco, N., Pena, C., et al. (2005). The Wnt antagonist
DICKKOPF-1 gene is a downstream target of beta-catenin/TCF
and is downregulated in human colon cancer. Oncogene, 24,
1098–1103.

57. Aguilera, O., Pena, C., Garcia, J. M., Larriba, M. J., Ordonez-
Moran, P., Navarro, D., Barbachano, A., Lopez de Silanes, I.,
Ballestar, E., Fraga, M. F., Esteller, M., Gamallo, C., Bonilla, F.,
Gonzalez-Sancho, J. M., & Munoz, A. (2007). The Wnt antagonist
DICKKOPF-1 gene is induced by 1alpha,25-dihydroxyvitamin D3
associated to the differentiation of human colon cancer cells.
Carcinogenesis, 28, 1877–1884.

58. David, R., Brenner, C., Stieber, J., Schwarz, F., Brunner, S.,
Vollmer, M., Mentele, E., Müller-Höcker, J., Kitajima, S.,
Lickert, H., Rupp, R., & Franz, W. M. (2008). MesP1 drives ver-
tebrate cardiovascular differentiation through Dkk-1-mediated
blockade of Wnt-signalling. Nature Cell Biology, 10, 338–345.

59. Fujita, K., & Janz, S. (2007). Attenuation of WNT signaling by
DKK-1 and -2 regulates BMP2-induced osteoblast differentiation
and expression of OPG, RANKL and M-CSF. Molecular Cancer,
6, 71.

60. van der Horst, G., van der Werf, S. M., Farih-Sips, H., van
Bezooijen, R. L., Lowik, C. W., et al. (2005). Downregulation of
Wnt signaling by increased expression of Dickkopf-1 and -2 is a
prerequisite for late-stage osteoblast differentiation of KS483 cells.
Journal of Bone and Mineral Research, 20, 1867–1877.

61. Li, X., Liu, P., Liu, W., Maye, P., Zhang, J., Zhang, Y., Hurley, M.,
Guo, C., Boskey, A., Sun, L., Harris, S. E., Rowe, D.W., Ke, H. Z.,
& Wu, D. (2005). Dkk2 has a role in terminal osteoblast differen-
tiation and mineralized matrix formation. Nature Genetics, 37,
945–952.

62. Amantea, C. M., Kim, W. K., Meliton, V., Tetradis, S., & Parhami,
F. (2008). Oxysterol-induced osteogenic differentiation of marrow
stromal cells is regulated by Dkk-1 inhibitable and PI3-kinase me-
diated signaling. Journal of Cellular Biochemistry, 105, 424–436.

63. Kataoka, K., Du, G., Maehara, N., Murata, H., Sakaguchi, M., et al.
(2012). Expression pattern of REIC/Dkk-3 in mouse squamous
epithelia. Clinical and Experimental Dermatology, 37, 428–431.

64. Du, G., Kataoka, K., Sakaguchi, M., Abarzua, F., Than, S. S., et al.
(2011) . Expre s s i on of REIC/Dkk-3 in norma l and
hyperproliferative epidermis. Experimental Dermatology, 20,
273–277.

65. DasGupta, R., & Fuchs, E. (1999).Multiple roles for activated LEF/
TCF transcription complexes during hair follicle development and
differentiation. Development, 126, 4557–4568.

66. Chen, D., Jarrell, A., Guo, C., Lang, R., & Atit, R. (2012). Dermal
beta-catenin activity in response to epidermal Wnt ligands is re-
quired for fibroblast proliferation and hair follicle initiation.
Development, 139, 1522–1533.

67. Gat, U., DasGupta, R., Degenstein, L., & Fuchs, E. (1998). De novo
hair follicle morphogenesis and hair tumors in mice expressing a
truncated beta-catenin in skin. Cell, 95, 605–614.

Publisher’s Note Springer Nature remains neutral with regard to jurisdic-
tional claims in published maps and institutional affiliations.

Stem Cell Rev and Rep


	Basal Cells in the Epidermis and Epidermal Differentiation
	Abstract
	Introduction
	Is there a Requirement for Discrete SC and TA Populations?
	IFE and HF Stem Cells
	Stem Cell Quiescence
	LGR6 and Lrig1 Mark Stem Cells of the IFE

	Stochastic Model of the Basal Layer
	SC/TA Model of the Basal Layer of the IFE
	Major TA Cells Must Convert to the Major SCs with a Minimum Probability
	Evidence in Support of the Discrete SC/TA Hypothesis Is Stronger than that in Support of the Gradual Stemness Hypothesis
	There Is Strong Evidence in Support for a 4-Cell Type Model of the Basal Layer

	Epidermal Differentiation
	Wnt Signaling Is Controlled by Feedback Loops
	Combinatorial Expression of Wnt and its Antagonists in Patterning
	Dickkopf (Dkk) in Cell Differentiation and cancer
	Autocrine Vs. Paracrine Wnt Signaling
	A Combined Model of the HF and the Differentiation Program of the IFE

	Conclusion
	References


