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Gene fusions in poroma, porocarcinoma and related adnexal skin tumours: An update

Poroma is a benign sweat gland tumour showing
morphological features recapitulating the superficial
portion of the eccrine sweat coil. A subset of poromas
may transform into porocarcinoma, its malignant
counterpart. Poroma and porocarcinoma are charac-
terised by recurrent gene fusions involving YAP1, a
transcriptional co-activator, which is controlled by
the Hippo signalling pathway. The fusion genes fre-
quently involve MAML2 and NUTM1, which are also

rearranged in other cutaneous and extracutaneous
neoplasms. We aimed to review the clinical, morpho-
logical and molecular features of this category of
adnexal neoplasms with a special focus upon emerg-
ing differential diagnoses, and discuss how their sys-
tematic molecular characterisation may contribute to
a standardisation of diagnosis, more accurate classifi-
cation and, ultimately, refinement of their prognosis
and therapeutic modalities.

Keywords: NUTM1, NUT carcinoma, PAK2, porocarcinoma, poroma, YAP1

Introduction

Glandular adnexal tumours have been classified
according to their differentiation and developmental

origin into the apocrine and eccrine groups, which are
related to the folliculo–sebaceo–apocrine unit and the
eccrine glands, respectively. In the 5th World Health
Organisation (WHO) classification of cutaneous
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tumours, the term ‘poroma’ defines a group of benign
sweat gland tumours with differentiation towards the
intra-epidermal superficial portion of the sweat
gland.1,2 Porocarcinoma is its malignant counterpart,
with numerous reports supporting progression from
poroma in a subset of cases.3–5

Regarding the prognosis of porocarcinoma, data
are conflicting between the early and most recent
series.3,6–10 Low-grade porocarcinomas may raise a
differential diagnosis with poromas, whereas high-
grade tumours must be distinguished from other
poorly differentiated carcinomas, especially squamous
cell carcinoma.3,11 In this context, the lack of reliable
diagnostic criteria and lack of detection of a specific
molecular hallmark may be the cause of some of
these data discrepancies. Furthermore, there is cur-
rently no consensus on a therapeutic strategy for
patients with advanced disease.
In addition to potential mutations that activate

oncogene products such as EGFR and HRAS, or inac-
tivate tumour suppressors such as TP53 and
RB1,12,13 the frequent presence of mutually exclusive
YAP1::MAML2 and YAP1::NUTM1 fusions has been
shown to be a common driving oncogenic event in
poroma and porocarcinoma.14 Furthermore, immuno-
histochemical evaluation of YAP1 (C-terminus part)
and NUT has been shown to be a specific diagnostic
surrogate for molecular testing.11,15–18 Interestingly,
the systematic examination of large cohorts of cuta-
neous skin tumours for the expression of YAP1, NUT
and their related fusion transcripts has allowed the
identification of novel and emerging tumour entities
related to NUTM1 fusion.11,19–21

In this review, we aim to discuss the clinical, mor-
phological and molecular features of poroma, poro-
carcinoma and related cutaneous tumour entities,
with a focus upon emerging differential diagnoses.
The contribution of genetic characterisation of these
tumours to a more accurate classification will also be
discussed.

Poroma and porocarcinoma: general
features

There are many different terms used to describe por-
oma and they all represent a different expression of
the same tumour. ‘Classic poroma’, ‘hidroacanthoma
simplex’ (intra-epidermal poroma), ‘dermal duct
tumour’ and ‘poroid hidradenoma’ are possible terms
used by the pathologist according to their location
(epidermal or dermal) in the skin, hence this histori-
cal terminology (Figure 1).

The use of the term ‘eccrine poroma’ spread consid-
erably after its first description in 1956 by Pinkus
et al.,22 who reported ‘five tumors thought to be
related to the eccrine sweat pore in as much as they
have histologic features of the intraepidermal part of
the sweat duct’. The other terms were introduced
later by Smith and Coburn, Winkelman and McLeod
and Abenoza and Ackerman, respectively.22–25 In
parallel, poroid tumours with apocrine, sebaceous
and follicular differentiation have also been reported,
and some authors have considered them as variants
of poroma with aberrant differentiation while others
have suggested that they belong to a distinct group of
adnexal tumours referred to as ‘apocrine’ or ‘holo-
crine poroma’.1,2,26

Most cases present as solitary tumours in adults.
Clinically, the different histological subtypes correlate
with different clinical presentations due to their archi-
tectural patterns: erythematous patch, well-defined
flat or keratotic plaque, papule and nodule. Although
some cases may have the colour of normal skin, por-
omas range from fleshy red to dark brown due to
their dense angiomatous vascularisation, similar
to pyogenic granuloma or other benign vascular
tumours. The classic poroma involves the soles in
more than half of the reported cases.27,28 Intra-
epidermal poroma (hidroacanthoma simplex) often
occurs on the extremities, especially on the legs in
adults.29 The sudden appearance of multiple poromas
is a rare phenomenon referred to as poromatosis.30,31

Multiple tumours have been described after chemo-
therapy and immunosuppression, especially after allo-
geneic haematopoietic stem cell transplantation.32

As the overall architectural pattern varies between
the four poroma subtypes, the diagnosis of a poroid
tumour relies upon the identification of its specific
cytology, which consists of a mixture of poroid and
cuticular cells often associated with duct formation
and necrosis en masse21,22 (Figure 1). Poroid cells are
often the predominant type of cells, with bland,
monotonous cytology with round to oval nuclei and
scarce basophilic cytoplasm. Cuticular cells are less
common, sometimes absent, and characterised by
more abundant eosinophilic cytoplasm and frequent
association with duct formation. In some cases, duc-
tal differentiation is only visible at high magnification
in the form of a vacuole around which a few cells are
organised, while in other cases it is very easy to iden-
tify morphologically. The ductal differentiation can be
highlighted by CEA or EMA immunohistochemistry
with variable sensitivity.3,22,26 Mild pleomorphism
can be observed in cuticular cells correlating with
positivity in p53 immunohistochemical staining, but
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Morphologic features of poroma

Hidracanthoma simplex Classical poroma Poroid hidradenoma Dermal duct tumor

Immunohistochemical features of poroma

YAP1::MAML2-rearranged poroma YAP1::NUTM1-rearranged poroid hidradenoma

YAP1-C NUT YAP1-C NUT

Figure 1. Morphological and immunohistochemical features of poroma histotypes. A hidroacanthoma simplex, a classical poroma, a poroid

hidradenoma and a dermal duct tumour are depicted. All specimens are composed of a mixture of poroid and cuticular cells. Hidroa-

canthoma simplex consists in a strictly intra-epidermal tumour proliferation while classical poroma is connected to the epidermis and located

in the dermis. Poroid hidradenoma and dermal duct tumours have deep dermal location without epidermal connection in most cases. All

YAP1-rearranged specimens show loss of expression of the C-terminal part of YAP1 by immunohistochemistry, while NUT is only expressed

in cases with YAP1::NUTM1 fusions.

� 2023 The Authors. Histopathology published by John Wiley & Sons Ltd., Histopathology, 84, 266–278.
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not predicting aggressive behaviour.27 All poroma
subtypes show this specific cytology.
The more common pattern, classic poroma, shows

an exo-endophytic nodular silhouette with multiple
connections to the epidermis and frequent vertical
extensions into the dermis. The intra-epidermal pat-
tern of poroma, hidroacanthoma simplex, consists of
intra-epidermal round nests and aggregates that may
be confused with clonal seborrheic keratosis.25,28,33

The dermal pattern, poroid hidradenoma, is charac-
terised by the formation of one or more large dermal
nodules deep in the dermis, often with cystic changes.
The architecture of poroid hidradenoma is similar to
that of nodular hidradenoma, hence the name, but
differs in its dual poroid/cuticular cytology and the
absence of pale or mucosecreting cells.34 Finally,
the rarest pattern is the dermal duct tumour, which
presents with multiple solid and/or cystic aggregates
located in the reticular dermis.23,35 Several variations
of these subtypes have been described, including pig-
mented and clear cell variants.36,37

Porocarcinoma is the malignant counterpart of
poroma.3 Invasive porocarcinoma may develop de
novo or in association with in-situ porocarcinoma or
benign poroma in approximately 20% of cases.3

There are discrepancies regarding the prognosis of
porocarcinoma, with reports of a 10-year overall sur-
vival estimated at 55%,9 while others have reported
an excellent outcome at a localised stage.3,6,7,10 The
rate of regional lymph node metastasis ranges from
19 to 57%, depending on the study.3,38 It is possible
that at least a part of these variations are related to
biases arising from referral patterns and selective
reporting (aggressive cases are more likely to be
referred to academic institutions for diagnostic confir-
mation and management). Moreover, these conflict-
ing results are likely to reflect the incidence of
porocarcinoma in the context of lack of commonly
accepted diagnostic criteria as well as deficiencies in
applying molecular characterisation.39

Porocarcinoma may be in situ (intra-epidermal) or
invasive. Twenty per cent of cases present as the
emergence of a malignant clone associated with a
benign poroma. Porocarcinoma has features reminis-
cent of poroma, such as poroid cytology and duct for-
mation, but with worrisome features such as severe
nuclear atypia (pleomorphism), high mitotic index,
infiltrative borders, perineural invasion and lympho-
vascular invasion.3 Necrosis en masse can be seen in
both benign poroma and porocarcinoma, and is not a
criterion of malignancy in this setting.
Morphological and immunohistochemical evidence

of duct formation is a clue to distinguish

porocarcinoma40 from other poorly differentiated skin
cancers, particularly non-keratinising squamous cell
carcinoma, which is the main differential diagnosis in
current practice.3,11 However, single-cell necrosis can
be morphologically mistaken for duct formation and
poorly differentiated porocarcinoma may lack obvious
ductal differentiation. In this context, identification of
a precursor poroma (when present) is a diagnostic
clue to avoid misinterpretation.

Fusions of YAP1 are frequent in poroma
and porocarcinoma

The oncogenic determinants of poroma and porocar-
cinoma development have long remained unknown.
Although HPV-induced oncogenesis has been histori-
cally suspected in the past, there is currently no sci-
entific evidence to support this hypothesis.1 In 2016
and 2018, studies of non-synonymous DNA muta-
tions in two small series of poromas and porocarcino-
mas revealed hot-spot HRAS mutations in a minority
of cases.13,41 These observations were consistent with
the view that poromas may arise from Naevus seba-
ceus, a cutaneous hamartoma genetically charac-
terised by HRAS mutations.42–46 Furthermore,
frequent TP53 mutations have also been described in
poroma42 and porocarcinoma.12–14

In addition to these and some further oncogenic
mutations, which are commonly found in many dif-
ferent tumour entities, highly specific genetic alter-
ations were discovered in 2019 by Sekine et al., who
demonstrated the presence of YAP1::MAML2, YAP1::
NUTM1 and WWTR1::NUTM1 fusion genes in 85%
(n = 92 of 104) and 64% (n = seven of 11) of por-
oma and porocarcinoma cases, respectively (Figure 2).
These recurrent fusions were later confirmed
by others,16–18,39,7 even in the setting of
poromatosis,14,48 in which identification of YAP1::
MAML2 fusions with distinct breakpoints in the same
patient suggests that multiples and independent
double-strand DNA breaks, probably induced by the
chemotherapy, result in multiple poroma formations.
YAP1 (yes-associated protein 1) and TAZ (tran-

scriptional co-activator with PDZ-binding motif
encoded by the WWTR1 gene) serve as transcrip-
tional co-activators repressed by the Hippo pathway
and function as crucial regulators of tissue
homeostasis.49,50

The Hippo signalling pathway is well conserved
during evolution and is necessary to regulate organo-
genesis, tissue homeostasis and tissue repair.49,50 In
the nucleus, YAP1 and TAZ proteins form a complex

� 2023 The Authors. Histopathology published by John Wiley & Sons Ltd., Histopathology, 84, 266–278.
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with the transcription factor TEAD (transcriptional
enhanced associate domain) resulting in the activa-
tion of key target genes, leading ultimately to cell
proliferation, self-renewal, differentiation and survival
of the cells. Under physiological conditions, activation
of the Hippo pathway negatively regulates the activa-
tion of YAP and TAZ through the phosphorylation of
these two proteins, resulting in their cytoplasmic
retention and degradation.51

Experiments have suggested a potential oncogenic
role of YAP with induction of epithelial–mesenchymal
transition, reduction of apoptosis and promotion of pro-
liferation. Dysregulation of the Hippo pathway has been
observed in several malignancies, with YAP1 being
described to act as either an oncogene or a tumour
suppressor depending on the cellular context: hepato-
cellular carcinoma, non-small cell lung carcinoma,

breast carcinoma, oesophageal squamous cell carci-
noma, ovarian and gastric cancers.52,53

Although not common in most cancers, fusions of
YAP1 have been reported in rare tumours such as
supratentorial ependymoma,54 meningioma,55 a sub-
set of epithelioid haemangioendothelioma with TFE3
gene fusion56 and a subset of low-grade fibromyxoid
and sclerosing epithelioid sarcoma with KMT2A.57

Similar to poroma and porocarcinoma, retiform and
composite haemangioendothelioma have been
reported to harbour YAP1::MAML2 fusion.58

Importantly, several of these YAP1 fusions have
been shown to be oncogenic in mice, and disruption
of the TEAD-binding domain of YAP1 fusions is suffi-
cient to inhibit tumour formation.59 In contrast to
the YAP1 50-portion of the fusion protein, the 30 part-
ner was found to sometimes have partially lost its

Break points

Break points

TAD

AD1 AD2

TAD

TAD

TEAD

TEAD

ex 1-6

ex 1-6 ex 2 ex 3 ex 4 ex 5 ex 6 ex 7 ex 8

ex 2

YAP1

YAP1

YAP1::MAML2

MAML2

YAP1

YAP1::NUTM1

NUTM1

MAML2

YAP1 NUTM1

TEAD activation

TEAD activation

ex 3 ex 4 ex 5

NOTCH

Figure 2. Schematic representations of the YAP1::MAML2 and YAP1::NUTM1 fusion transcripts observed in eccrine poromas and porocarci-

nomas. YAP1::MAML2 fusion transcripts include the N-terminal portion [exon 1 to exons 1–6 of YAP1 fused to exons 2–5 of MAML2

(YAP1 breakpoints: chr 11:101,981,900(+)-chr11:102 094 352(+); MAML2 breakpoint: chr11:95 826 681(�)]. YAP1::NUTM1 fusion

transcripts are composed of N-terminal portion (exon 1 to exons 1–4) of YAP1 fused to exons 2–8 of NUTM1 [YAP1 breakpoints: chr

11:101 981 900(+)-chr11:102 056 861(+); NUTM1 breakpoint: chr15:34 640 169(+)]. YAP1 contains several functional domains as fol-

lows: TEAD (transcriptional enhanced associate domain)14 and TAD (transcriptional activation domain), which is necessary for proteasomal

degradation.52 MAML2 contains several domains as follows: Notch interacting domain which signalling pathway is known to promote cell

proliferation101 and TAD. NUT contains two acidic transcriptional activation domains (AD1 and AD2).77 All fusions showed preservation of

TEAD domains leading to TEAD activation.
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enzymatic activity, but appears to be essential to pro-
vide a nuclear localisation signal. Hence, while at
steady state conditions YAP1 is continuously shuttled
between nucleus and cytoplasm, the fusion partner
leads to constitutive nuclear localisation of the YAP1-
fusion proteins and renders them resistant to negative
Hippo pathway regulation by the Hippo pathway.59

An interesting aspect of the YAP1::MAML2 fusion
protein found in poroma and porocarcinoma is that
both individual proteins, namely YAP1 and MAML2,
also interact in normal cells. Indeed, MAML1/2 have
been shown to be essential for YAP/TAZ nuclear
localisation and transcriptional activities.60

As observed in other neoplasms associated with
YAP1 fusions,56 the YAP1::MAML2 and YAP1::
NUTM1 fusions in poroma and porocarcinoma
always include the N-terminal portion of YAP1 (exon
1) containing the TEAD binding domain. In parallel,
the regulatory domains located in the C-terminal por-
tion and containing part of the phosphorylation sites
are variably lost.14,56

As discussed below, this enables reliable screening
by immunohistochemistry with an antibody directed
against the C-terminal portion of YAP1, as its expres-
sion is absent in neoplastic cells with YAP1 fusion.11,15

While both cytoplasmic and nuclear signals were
observed with the wild-type protein, the ectopic expres-
sion of the fusion proteins in HEK 293T resulted in an
exclusive nuclear localisation.14 Accordingly, overex-
pression of the fusion proteins in fibroblast and kerati-
nocyte cell lines resulted in activation of the TEAD
reporter and enhanced anchorage-independent
growth.14 These results confirmed that YAP1::MAML2
and YAP1::NUTM1 fusions induced the activation of
TEAD and expression of its target genes, as previously
shown in other cellular models,61 suggesting that
TEAD activation may contribute, at least in part, to the
oncogenesis of poroma and porocarcinoma. Interest-
ingly, a recent CRISPR-Cas9 screen identified YAP1::
MAML2 fusions that drive Hippo pathway signalling
as a specific vulnerability in cancer cells harbouring
these alterations.62

In parallel, the C-terminal NUT and MAML2 por-
tions of the fusion proteins may also exert oncogenic
activities in addition to providing a nuclear anchor
for YAP1. This is suggested by the detection of an
alternative EMC7::NUTM1 fusion transcript in a case
of poroma lacking YAP1 fusion.47 This hypothesis is
also supported by the description of recurrent gene
fusions involving MAML2 and NUTM1 genes with
other 50 partners in several other neoplasms.63–65

MAML2 (mastermind-like transcriptional co-
activator 2) is a co-activator of the Notch signalling

pathway, which is physiologically involved in
tissue development and homeostasis.66 In cutaneous
tumours, fusion of MAML2 with either CRTC1/3 or
YAP1 has been observed in other sweat gland
tumours; namely, hidradenoma and hidradenocarci-
noma with CRTC1/3::MAML2 fusion,63,64 but also in
mesenchymal tumours such as composite and reti-
form haemangioendothelioma with YAP1::MAML2
fusion58,67 and in a subset of myxoinflammatory
fibroblastic sarcoma.68 In other organs, CRTC1/3::
MAML2 have been reported primarily in mucoepider-
moid carcinoma,69 which is thought to be the extra-
cutaneous molecular analogue of hidradenoma/
hidradenocarcinoma, while YAP1::MAML2 or KMT
2A::MAML2 fusions were also in thymoma,70 central
nervous system tumours71 and haematological
malignancies.72 Notably, in mucoepidermoid carci-
noma with CRTC1::MAML2 fusion, the oncogenic
properties of the fusion protein were associated with
alterations in two pathways in which the fusion part-
ners are involved, as both constitutive activation of
CREB73 and disruption of the Notch pathways74 were
observed. Therefore, in addition to constitutive TEAD
activation, it is possible that the activation of
CREB and disruption of the Notch pathways by
MAML2 contribute to the oncogenic properties of the
protein in YAP1::MAML2-rearranged poroma and
porocarcinoma.
The expression of NUT is normally restricted to the

testis, and its involvement in male germ-cell matura-
tion is well known.75 By interacting with p300 and
CBP, NUT increases the acetylation levels of the
lysine residues K5 and K8 of histone 4.75 In 2003,
French and co-workers demonstrated recurrent
BRD4::NUTM1 fusion in an aggressive poorly
differentiated extracutaneous neoplasm, namely NUT-
carcinoma, affecting young adults. Such NUT-
carcinoma cases are characterised by a t(15;19)
translocation.65,76 In addition, BRD3::NUTM1,
NSD3::NUTM1 and ZNF532/592::NUTM1 fusions
have been detected in this tumour group,77,78 while
other NUTM1 rearrangements, including CIC::
NUTM179 and MGA::NUTM1,80 have been reported
in mesenchymal neoplasms. In the NUT carcinoma
model, BRD4::NUTM1 fusion-protein expression is
required to block cell differentiation and to maintain
tumour cell proliferation,77 and these activities have
been shown to be mediated by complex interactions
between BRD4 and NUT domains. According to
French and co-workers, the fusion not only mediates
NUT expression outside the testis, but ‘both BRD4
and NUT in the fusion protein have distinct and
cooperative roles in the oncogenic process’,81

� 2023 The Authors. Histopathology published by John Wiley & Sons Ltd., Histopathology, 84, 266–278.
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resulting in the epigenetic reprogramming of the tar-
get cell.82,83 In particular, the nuclear translocation
of NUT due to the BRD4::NUTM1 fusion is thought
to contribute to the oncogenic properties of the fusion
protein,65,81 therefore it is possible that in YAP1::
NUTM1 rearranged-tumours, translocation of the
NUT protein into the nucleus14 contributes to
the oncogenic process.
Therefore, although TEAD activation is likely to be

an important contributor to the oncogenic process,
further mechanistic investigations are required to
characterise the full functional spectrum of each type
of fusion protein and to identify the reasons for the
specific association of these fusions with poroma and
porocarcinoma.

Association between YAP1 fusion type,
histology and prognosis

Different clinical and histological features are associ-
ated with the different YAP1 fusion partners in por-
oma and porocarcinoma. In fact, in the report by
Sekine et al.,14 YAP1::MAML2 was the most frequent
alteration in hidroacanthoma simplex (n = four of
five) and classical poroma cases (64 of 91), whereas
YAP1::NUTM1 was highly prevalent in poroid hidra-
denoma (n = four of six), dermal duct tumours (two
of two) and head and neck poroma (15 of 27). The
high prevalence of YAP1::NUTM1 fusion in poroid
hidradenoma has been confirmed by our group,47

while due to their very low incidence,35 no confirma-
tory study has yet demonstrated the prevalence of
YAP1::MAML2 and YAP1::NUTM1 fusions in hidroa-
canthoma simplex and dermal duct tumours.
Apocrine poroma is another morphological subtype

of adnexal tumour closely resembling eccrine poroma
that was not included in the initial report by Sekine
et al. In the current WHO classification of skin
tumours, such tumours are currently considered as a
variant of poroma.29 As described above, apocrine
poroma is characterised by a poroid cytology but also
presents apocrine, sebaceous and/or follicular differ-
entiation at least focally (Figure 3). Importantly,
when our group determined the immunohistochemi-
cal and molecular profiles of 13 cases of apocrine por-
oma with follicular and sebaceous differentiation,
YAP1::MAML2 and YAP1::NUTM1 fusion genes
could not be identified; rather, whole transcriptome
analysis84 revealed recurrent rearrangements of the
PAK2 gene with different partners in all 13 cases of
apocrine poroma with folliculo-sebaceous differentia-
tion (n = 13 of 13)85 (Figure 2). Interestingly, a simi-
lar fusion of PAK2 has already been identified once in

a metastatic porocarcinoma.86 In the resulting fusion
proteins, the PAK2 kinase domain was conserved87

while the regulatory N-terminal portion modulating
PAK2 activation was lost, suggesting a constitutive
PAK2 activation in apocrine poromas with folliculo–
sebaceous differentiation. Notably, PAK2 kinase has
recently been identified as a YAP1 activator.88 Thus,
different molecular alterations in eccrine and apocrine
poroma may affect the same signalling pathway, ulti-
mately leading to TEAD activation. Regardless of this
hypothesis, it is likely that PAK2 rearrangement is a
critical oncogenic driver of apocrine poroma with
folliculo–sebaceous differentiation, a close but distinct
entity to eccrine poroma.89

As tumours driven by YAP1::MAML2, YAP1::
NUTM1 and PAK2 fusions are associated with close
but distinct morphologies, these tumours may also be
associated with various risks of transformation.14

Indeed, due to the frequent association of porocarci-
noma with a benign poroma component, it is widely
accepted that a progression from poroma to porocar-
cinoma can occur.3 This notion is now further sup-
ported by the presence of the same type of fusion
genes in both poroma and porocarcinoma, suggesting
it as a driving event. Interestingly, in the original
publication by Sekine et al., a higher prevalence of
YAP1::NUTM1 fusion in porocarcinoma (six of 11)
than in poroma (21 of 104) initially suggested that
the transition to carcinoma was more likely to occur
in NUTM1-rearranged tumours. However, this result
was not confirmed in other series.16,47

Therefore, further studies are needed to determine
whether the subtype of fusion is a factor that pro-
motes malignant transformation, but also increases
the risk of metastasis and affects survival. However,
even if this is the case, the accumulation of additional
genetic events is required for the transformation of
poroma, Bosic et al. reported higher mutation fre-
quencies between poroma and porocarcinoma using
targeted sequencing.13 While RAS mutations were
present in both entities in their study, they found
mutations in the tumour suppressor genes TP53,
RB1, CDKN2A and PTEN only in porocarcinoma
cases. If confirmed by other studies, these mutations
may represent molecular events contributing to the
malignant transformation of poroid neoplasms.
In contrast, Sekine et al. concluded from their study

that analysis of mutations in key cancer-related genes
could not be used to discriminate between poroma
and porocarcinoma.14 In fact, only three genes
(KRAS, SETD2 and TP53) were recurrently mutated
in porocarcinoma (each in only two of the nine sam-
ples), but RAS mutations were detected only in

� 2023 The Authors. Histopathology published by John Wiley & Sons Ltd., Histopathology, 84, 266–278.
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porocarcinoma cases without gene fusions, whereas
SETD2 and TP53 mutations were also detected in
poromas.14 Therefore, additional studies examining
both fusion and mutational profiles in the same

cohort are certainly needed to conclusively address
the question of malignant transformation of this
group of adnexal tumours. Nevertheless, current data
suggest that RAS mutations may characterise a

Figure 3. Microscopic features of poroma variants and mimickers. A PAK2-rearranged poroma with folliculo–sebaceous differentiation and a

NUT adnexal carcinoma are depicted. The PAK2-rearranged poroma case is a dermal and subcutaneous tumour composed of poroid cells

forming ducts and infundibulocystic structures. Sparse sebocytes (white arrows) are present in the tumour. An EPHB3::PAK2 fusion was evi-

denced in this case. NUT adnexal carcinoma is a large and ulcerated tumour organised as islets and strands entrapped in a hyalinised

stroma. Tumours cells have monotonous cytology with scant cytoplasm, clear chromatin and prominent nucleoli. A BRD3::NUTM1 fusion

transcript was evidenced in this case.

� 2023 The Authors. Histopathology published by John Wiley & Sons Ltd., Histopathology, 84, 266–278.
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subset of poroma/porocarcinoma lacking YAP1 fusion
and further suggest that secondary genetic events,
including inactivating mutations of tumour suppres-
sor genes, contribute to poroma progression. In addi-
tion, epigenetic events may be involved.90

As with other types of cancers, particularly sarco-
mas, which are also often driven by gene fusion,
other molecular approaches such as whole-exome
sequencing, the degree of genomic complexity, the
application of transcriptomic molecular signatures
and methylation profiles are promising approaches to
refine the prognosis of these rare tumours.91–94

Immunohistochemical detection of YAP1
and NUT in the diagnosis of poroma and
porocarcinoma: diagnostic performance
and pitfalls

As previously established for other YAP1- or NUT-
rearranged tumours,56 95 immunohistochemical tools
could contribute to the identification of YAP1::
MAML2 and YAP1::NUTM1-rearranged poroma/por-
ocarcinoma cases.
Indeed, as described above, YAP1-fusion proteins

lack the C-terminal portion of YAP1. Therefore, immu-
nohistochemistry with antibodies specific for the C-
terminal part of the YAP1 protein could serve as a sur-
rogate marker for the presence of YAP1
fusion, as previously demonstrated for YAP1-fused
haemangioendothelioma.56 Accordingly, Sekine et al.
demonstrated nuclear positivity with a YAP1 N-termi-
nal-specific antibody in poroma and porocarcinoma,
while a C-terminal-specific antibody revealed loss of
YAP1 in 96% of poroma (n = 100 of 104) and 64% of
porocarcinoma (n = seven of 11).14 In controls
(n = 84), YAP1 expression was always preserved with
this antibody. In another study, Russell-Goldman
et al.15 confirmed these findings by demonstrating loss
of C-terminal YAP1 expression in 80% of poroma
(n = eight of 10), 58% of porocarcinoma (n = seven of
12) and in none of the controls (n = 16).
However, there are two limitations to immunohis-

tochemistry using YAP1 C-terminal-specific anti-
bodies as a surrogate marker for gene fusions. First, it
is not clear how the rearrangement of a single YAP1
allele in tumour cells could lead to a complete loss of
expression.56

Secondly, loss of YAP1 expression without fusion
has been demonstrated in several tumour entities, such
as RB1-deficient tumours.53 This could be due to pro-
moter methylation and/or related to RB1 inactivation
and E2F release.53,96,97 In this regard, by analysing a

large series of 543 cutaneous epithelial tumours,
including 27 poromas and porocarcinomas, we
recently demonstrated that while YAP1 fusions were
almost restricted to poroma and porocarcinomas, loss
of YAP1 C-terminal expression was additionally
observed in most Merkel cell carcinomas (n = 162,
98%) and a subset of squamous cell carcinomas
(n = 14, 15%), with both groups showing RB1-
inactivation.11 Consistent with the literature, we found
that poorly differentiated squamous cell carcinoma,
often arising from Bowen disease and lacking keratini-
sation, showed morphological overlap with porocarci-
noma by reviewing cases initially diagnosed as
porocarcinoma and referred to our expert centre for a
second opinion. Importantly, while YAP1::MAML2
and YAP1::NUTM1 fusions were not detected in this
setting, these tumours frequently harboured RB1
mutations and combined loss of RB1 and YAP1 C-
terminal expression on immunohistochemistry. There-
fore, YAP1 C-terminal immunohistochemistry alone
did not discriminate between porocarcinoma and RB1-
deficient poorly differentiated squamous cell
carcinoma,98 and should not be used as a surrogate
marker in this context. A combination of YAP1 C-
terminal immunohistochemistry either with YAP1 N-
terminal or RB1 detection is required.
As NUT protein expression is physiologically

restricted to the testis, the detection of NUT in other
organs, including the skin, is a sensitive and specific
tool to identify NUTM1-rearranged tumours.95

Accordingly, Sekine et al.14 detected nuclear expres-
sion of NUT in 24% of poroma cases (n = 25 of 100)
and 54% of porocarcinoma cases (n = six of 11),
whereas NUT was never expressed in other cutaneous
tumours (n = 87). Interestingly, the evaluation of
NUT expression in skin tumours in several indepen-
dent studies15–17,47 confirmed the high specificity of
NUT expression for the diagnosis of poroma and poro-
carcinoma, but also allowed identification of a new
tumour entity, i.e. NUT adnexal carcinoma,19–21,99

an extremely rare tumour that will be mentioned as
a provisional tumour entity in the 5th WHO classifi-
cation of cutaneous tumours.
NUT adnexal carcinomas are cutaneous primary

tumours analogous to NUT carcinomas of other
organs. So far, only four cases with either BRD3::
NUTM1 or NSD3::NUTM1 fusions have been
published.19,20,99 One case with BRD3::NUTM2B may
belong to the same spectrum.21 So far no primary cuta-
neous tumour with BRD4::NUTM1 fusion has been
identified. Although the small number of cases does not
allow a definitive conclusion, the patients with cutane-
ous adnexal NUT carcinoma showed a better outcome

� 2023 The Authors. Histopathology published by John Wiley & Sons Ltd., Histopathology, 84, 266–278.
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than patients with thoracic NUT carcinoma as observed
in other organs.100 NUT adnexal carcinoma appears as
a poorly differentiated tumour that may show connec-
tion to the epidermis (Figure 3). The tumour consists of
strands and cords of monotonous tumour cells with
clear chromatin and prominent nucleoli. Formations of
ducts and foci of keratinisation are combined in the
tumour. Immunohistochemistry revealed expression of
NUT in NUTM1-rearranged cases.19,20 Although addi-
tional cases are needed to fully characterise this new
tumour entity, adnexal NUT carcinoma, together with
the metastasis of extracutaneous NUT carcinoma,
appears as a new differential diagnosis of porocarci-
noma, especially in the case of NUT immunohistochemi-
cal positivity. In this setting, recognition of a distinctive
architecture with formation of thin strands and isolated
tumour cells, a characteristic cytology with fine/clear
chromatin and prominent nucleoli, as well as detection
of abrupt keratinisation foci, would allow NUT adnexal
carcinoma to be distinguished from NUT-rearranged
porocarcinoma.19–21,99

Conclusion

In conclusion, the identification of recurrent gene
fusions in poroma and porocarcinoma, namely
YAP1::MAML2 and YAP1::NUTM1, represents a
major advance in our understanding of this subset of
cutaneous adnexal tumours.
Following this molecular discovery, further studies

of large genetically characterised series of poroma
and porocarcinoma allowed the identification of new
histological subtypes and mimickers and provided
insight into the genetic determinants of transforma-
tion. Furthermore, studies based on an integrated his-
tomolecular diagnosis of adnexal carcinomas are
needed to establish their prognosis and to tailor the
treatment modalities accordingly.
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