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Abstract: Despite recent genetic advances and numerous ongoing therapeutic trials, malignant
melanoma remains fatal, and prognostic factors as well as more efficient treatments are needed. The
development of such research strongly depends on the availability of appropriate models
recapitulating all the features of human melanoma. The concept of comparative oncology, with the
use of spontaneous canine models has recently acquired a unique value as a translational model.
Canine malignant melanomas are naturally occurring cancers presenting striking homologies with
human melanomas. As for many other cancers, dogs present surprising breed predispositions and
higher frequency of certain subtypes per breed. Oral melanomas, which are much more frequent
and highly severe in dogs and cutaneous melanomas with severe digital forms or uveal subtypes
are subtypes presenting relevant homologies with their human counterparts, thus constituting close
models for these human melanoma subtypes. This review addresses how canine and human
melanoma subtypes compare based on their epidemiological, clinical, histological, and genetic
characteristics, and how comparative oncology approaches can provide insights into rare and
poorly characterized melanoma subtypes in humans that are frequent and breed-specific in dogs.
We propose canine malignant melanomas as models for rare non-UV-induced human melanomas,
especially mucosal melanomas. Naturally affected dogs offer the opportunity to decipher the
genetics at both germline and somatic levels and to explore therapeutic options, with the dog
entering preclinical trials as human patients, benefiting both dogs and humans.
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1. Introduction

Human malignant melanoma is a highly heterogeneous cancer that affects numerous anatomical
sites with different clinical behaviours. It originates from melanocytes, which are dendritic cells
located in epithelia such as skin or mucosa, but also in the eye or internal organs, thus defining major
subtypes with specific anatomic locations and pathogenesis. The major subtypes include cutaneous
(UV-induced and non-UV-induced types), acral, mucosal, and ocular melanomas. Epidemiology,
UV-radiation status, histopathological features, genetics, prognosis, and outcomes vary considerably
between these subtypes.

Cutaneous melanomas account for approximately 75% of skin cancer deaths [1,2], and their
incidence is rising among populations of European descent, with 80,000 cases per year in the USA
[3]. The current World Health Organization (WHO) classification for cutaneous melanoma is based
on morphologic aspects of the early growth phase and the body site of the primary melanoma, to
distinguish four main types: superficial spreading melanoma (SSM), lentigo maligna melanoma
(LMM), nodular melanoma (NM), and acral lentiginous melanoma (ALM) [1-5]. Chronic and

Genes 2019, 10, 501; doi:10.3390/genes10070501 www.mdpi.com/journal/genes



Genes 2019, 10, 501 2 of 21

intermittent ultraviolet exposures are a major cause of melanoma development in sun-exposed skin.
UV-induced melanoma with cumulative sun-induced damage (CSD) and non-CSD melanoma are
the most common types in peoples of European descent and occur at around 60 and 40 years of age,
respectively [1]. Another type of melanoma affecting non-sun-exposed or specific sites is acral
melanoma, with locations on the palms of the hands, soles of the feet, and the nail apparatus, which
occurs at similar incidences across all world populations [6]. Additional rare categories of melanomas
present distinct clinical, epidemiological, and histopathological features, such as desmoplastic
melanoma, spitzoid melanoma, blue nevus-like melanoma, melanoma in giant congenital nevus, and
other types arising from dermal melanocytes (nevus of Ota, nevus of Ito) [1]. Even if the major part
of cutaneous melanoma is diagnosed at an early stage, approximately 10% of melanoma cases are
unresectable or already metastatic at diagnosis [7]. For those latter patients, the prognosis is poor,
with a 5 year survival rate of around 12% [8], whereas it is around 90% for cutaneous melanomas of
all stages [9,10]. Acral subtypes carry the worst prognosis among cutaneous melanomas, with a 5
year survival rate of around 80% [11]. The impact of other subtypes on prognosis is not known [5].

Mucosal melanomas originate from melanocytes within mucosal epithelia and constitute a rare
clinical entity representing 0.8-3.7% of all melanomas [12], with an incidence of 800 cases per year in
the USA [3]. Although rare in the general population, these account for 9-22% of melanoma cases in
Asian and black populations where cutaneous melanoma is less common [12] and occur around the
age of 60-70 [3]. They exhibit a pathogenic mechanism different from cutaneous subtypes and a much
worse prognosis. They can originate from the anogenital regions, oropharynx and paranasal sinuses,
as well as the conjunctiva (head and neck localisations), and can also arise from parotid glands,
oesophagus, and the middle ear [13]. Local and/or distant metastasis to lungs and liver occur in 50%
of cases with head and neck melanoma [3]. Mucosal melanomas carry a poor prognosis, with a 5 year
survival rate between 25% and 33%, according to disease stage and location [3,14].

Uveal melanoma is the most common intraocular human cancer and accounts for approximately
5% of all melanoma in the United States [1], occurring at around 60 years of age [15]. The incidence
of uveal melanoma is stable with 2500 new cases per year in the USA [3]. The most frequent sites are
the choroid and the ciliary body. Although uveal melanoma is rare, the disease is still lethal. Almost
half of patients with effective primary therapy will develop metastases [16], and these patients have
a poor prognosis, with a median survival time ranging from 4 to 15 months [17].

2. Comparative Oncology, Model Specificities

Melanomas are generally aggressive, with a high metastatic propensity toward several organs
including lungs, bones, liver, and the central nervous system. Even though the development of
targeted therapy and immunotherapy has improved outcomes, there is still a lack of knowledge to
enable the development of efficient treatments with sustainable response and to provide clues to the
mechanisms of resistance. Despite numerous efforts to better understand the genetics and
physiopathology of melanomas, previous studies mainly focused on cutaneous melanoma and often
considered different melanoma types as a single disease entity. Fortunately, recent published data in
the discipline has highlighted and precisely described molecular specificities based on the different
melanoma subtypes.

The discovery of genetic alterations has led to the development of targeted therapies, such as
tyrosine kinase inhibitors or BRAF inhibitors, new therapeutic options, and stratification of patients.
However, melanoma research could certainly benefit from additional models to those currently used.
Indeed, the popular mouse model used over the last decades in the study of cancer has revealed some
limits: patient-derived xenograft mouse models lack a fully functional immune system, and
genetically engineered mouse models are expensive and do not carry the same mutagenic load and
genetic background as human cancers [18]. It is also now recognized that mice were not as efficient
as expected to objectify drug response in Phase III clinical trials. Researchers then became more and
more interested in naturally occurring cancers in pet animals, because they are immuno-competent
individuals sharing our environment, and the natural history of cancer in animals occurs in a
generally shorter period than in humans. Thus, many cancers in pet dogs show similar features to
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their human counterparts, including clinical and histological appearance, biological behaviour,
tumor genetics, molecular pathways and targets, and response to therapies [19-22]. Most recent
genetic analyses of cancer in pet dogs has shown their usefulness in specifically identifying key
somatic genes and relevant mutational mechanisms [22-30]. Their advantages require no further
demonstration and, considering the ethical constraints in the use of experimental models in respect
of the 3R rules (Replace, Refine, Reduce), the use of naturally affected pets in their environment and
followed-up by their veterinarians should be encouraged in comparative oncology programs.

For melanomas, obvious unmet needs remain to better manage, treat, and prevent this disease,
considering their numerous specific subtypes. To this end, recent reviews have demonstrated the
strength of spontaneous canine melanomas as relevant genetic and therapeutic models for specific
human melanoma subtypes [18,21,31-35].

3. Canine Melanomas

Melanocytic tumors are quite common in the dog, and most of them are malignant [34,36—40].
Of over 2350 cases of melanocytic tumors, 70% were malignant melanomas and 30% benign tumors
(called melanocytomas) [34]. Melanoma represents 7% of all malignant tumors in dogs [37], and the
most frequent location is the oral cavity, mimicking human mucosal melanomas [32-34]. Canine
melanomas also occur in the haired skin, nail bed, footpad, eye (Figure 1), gastro-intestinal tract,
central nervous system, or muco-cutaneous junction [37,38,41], and it is well known that prognosis
greatly depends on tumor location (Figure 2 and Figure 3); oral melanomas presenting the worse
prognosis with a median survival time (MST) of 6 months, whereas MST was not reached in
cutaneous forms. Digital forms seem to have intermediate prognosis, with an MST of 11.8 months
[30,32-37]. Melanoma is a tumor of older dogs, with no sex predilection, but some breeds are more
prone to develop a specific melanoma subtype [28,33,35,38]. Contrary to human cutaneous
melanoma, which are the most frequent and for which UV light exposure and fair skin are known to
be important etiological factors, canine melanoma etiology is not known. However, UV light
exposure is not thought to be an etiological factor. Indeed, dog skin is covered with fur, and dogs
with dark coat colours are more prone to develop melanoma. Most canine melanomas arise from the
dermis, but melanocytes and melanocyte precursors in the dog skin are located in both layers: in the
basal layer of the epidermis and in the dermis. In dogs, of course, the presence of melanocytes in the
numerous hair follicles of the dermis is to be taken into consideration, but is not fully explored so far.

A major interest with dog melanomas is that specific breeds are at higher risk to develop specific
melanomas subtypes, and thus the breed is an etiological factor underlying genetic predisposition
differing from breed to breed. Altogether, striking homologies have been observed between canine
melanomas and human non-UV-induced melanomas; mostly oral and non-UV-induced cutaneous
melanomas, like acral melanomas, also observed in people with a dark phototype [27,28].

Concerning histopathology, there are also striking homologies. Using a comparative approach,
we previously reviewed 153 melanocytic tumors from oral, cutaneous, and ocular locations, and
found four categories resembling human histological subtypes [34]: animal-type melanoma,
melanoma simulating nevus, melanoma with epithelioid cells, and melanoma with composite cells
(Figure 1) [27,28,31,33].
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Figure 1. Histopathological aspects of human (left) and dog (right) melanoma
morphological subtypes. Hematoxylin-Eosin-Safranin (HES) staining of formalin-fixed
and paraffin-embedded biopsies. Photo credit: B. Vergier and ]J. Abadie.

A. “Animal type”: sheets or bundles of highly pigmented large epithelioid to spindle-shaped
neoplasic melanocytes; B. “Simulating (congenital or cellular blue) naevi type”: sheets with a high
cellular density of small oval to spindle cells with a small central nucleus containing one to several
small nucleoli; C. “Epithelioid type”: large round to polygonal epithelioid cells with a high amount
of variably pigmented cytoplasm and a large nucleus.

Thus, canine melanomas constitute relevant spontaneous models for human mucosal, acral,
uveal, and non-UV-induced cutaneous melanomas.

In this review, we attempt to provide the key contributions from canine melanomas in the
context of comparative oncology. We present state-of-the-art epidemiology, pathology, genetics, and
therapy of canine melanomas based on the different subtypes: mucosal, cutaneous, digital, and uveal
melanomas.
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Figure 2. Distribution of canine malignant melanomas (n=1652) depending on the
anatomical site [34]



Genes 2019, 10, 501 5 of 21

Figure 3. Kaplan Meier survival curve of 335 dogs with malignant melanoma. Oral (green
line), digital (blue line), and cutaneous (red line) melanomas have significantly different
prognosis (p <.0001, log-rank test). Oral melanomas have the worse prognosis with a MST
(median survival time) of six months, whereas survival times were highest in cutaneous
forms (MST not reached). Digital forms seem to have intermediate prognosis with an MST
of 11.8 months (Prouteau et al., in preparation [39]).

4. Canine Mucosal Melanoma

4.1. Epidemiology

Canine oral melanoma is the most common type of mucosal melanoma in dogs and the most
common oral malignancy in this species. It occurs mostly on the gingiva, but also on the lips, tongue,
tonsils, palate, and oropharynx [37,38,42]. Mean age at diagnosis is around 10-11 years of age, and
several studies have identified breeds more prone to develop this oral form, such as poodles, golden
and Labrador retrievers, Rottweilers, Yorkshire terrier, cocker spaniels, chow-chows, Scottish
terriers, and daschunds (Figure 4A) [34,38-40,42-44]. Other mucosal sites comprise the anorectal
region [45], intestines [46], and nasal cavity, but these entities are very rare in dogs [47—49].
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Figure 4. A: Breed distribution in a study of 247 canine oral melanomas. Five breeds
represent 50% of cases, illustrating the breed predisposition (Prouteau et al., in preparation
[39]). B: Pictures of canine oral melanoma involving the gingiva; that can be pigmented (on
the top left) or amelanotic (on the top right). Pictures of human mucosal melanoma
(pigmented tumors) arising on the gingiva of the oral cavity. Photo credit: P. De Fornel, A.
Dupuy and T. Jouary.

4.2. Clinical Signs and Biological Behaviour

The clinical presentation of canine melanomas varies considerably; it can consist of small brown-
to-black masses, but can also appear as large, flat, and/or wrinkled masses, highly to slightly
pigmented or amelanic (Figure 4B). Clinical signs of oral melanoma include dysphagia, halitosis,
ptyalism, bleeding, and occasionally fracture of the mandible in case of bone invasion [37,38]. This is
an aggressive tumor with a local invasiveness and a high metastatic propensity to regional lymph
nodes and lungs [32,33,35]. Recent studies suggest that the prevalence of pulmonary metastasis in
canine oral melanoma is around 17%-51%, highlighting the aggressiveness of this disease [50-52].
Some cases of intranasal or anal sac melanoma have been reported, but these are rare and prognosis
is poor. In a recent study, 12 anal sac melanoma cases were treated with surgery most of the time
with or without adjuvant chemotherapy, and 10/12 dogs experienced local recurrence or metastasis
to regional lymph nodes, penis, or lungs [45].

4.3. Histopathology

Previous histopathological characterization of canine oral melanoma showed several major cell
types, such as epithelioid cells, spindle cells, mixed types containing both patterns, and less frequent
balloon or signet ring cells [36,53]. These histological types were not found to be prognostic [54]. One
third of canine melanomas are amelanotic, and immunohistochemistry is sometimes needed to
differentiate them from carcinomas or sarcomas [31]. Recently, oral melanoma cases with an
infrequent cancer-related death rate were characterized by a limited size, an intense pigmentation, a
low mitotic index, and a lack of cellular atypia, representing up to 10% of oral melanomas [33,55].

4.4, Treatment
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The first line and most effective local treatment is surgical excision [38]. Oral melanomas which
invade or are in proximity to the bones are treated with partial mandibulectomy/maxillectomy, and
these interventions, while highly invasive, are usually well tolerated [51,52,56-58].

Radiation therapy is generally used as a palliative treatment for unresectable tumors [59], as a
neoadjuvant therapy before surgery, or as an adjuvant therapy when surgical margins are
incomplete. The reported ranges of partial and complete responses to radiation therapy are 25-44%
and 41-69%, respectively, yielding overall response rates of 82% to 94%, according to the studies
[50,60-63]. In spite of the evident radiosentivity of oral melanoma, there is no standard treatment
indicating the number of fractions and dose per fraction.

The aggressiveness and high metastatic propensity of canine oral melanoma make systemic
therapies very interesting to extend survival and slow or prevent metastases occurrence. Several
studies used systemic chemotherapy with carboplatin, cisplatin, melphalan, or temozolomide
[40,50,60,62,64—66] and showed conflicting results, but the majority of them concluded that there were
no differences in terms of survival time or time to progression compared with surgery or radiation
therapy.

Thirteen years ago, Bergman et al. developed a xenogenic human tyrosinase DNA vaccine for
dogs with oral melanoma, and a Phase I trial demonstrated that some dogs with advanced stage
disease (presence of distant metastases) experienced long-term survival [43,67]. Since then, this DNA
vaccine has been licensed by USDA (United States Department of Agriculture, Oncept TM), but
further studies evaluating its efficacy reported controversial results (reviewed in Atherton et al.
(2016)) [43,68-70]. More recent studies showed extended survival times, but the heterogeneity of
inclusion criteria makes interpretation difficult [71-73]; in particular, a clinical response in 8/13 dogs
with macroscopic tumors was reported by Verganti et al. (2017) [73].

4.5. Prognosis

In canine melanomas, location is the major prognostic factor (Figure 2). Indeed, the oral subtype
carries the worse prognosis, with reported median survival times (MST) between 3 months and 24
months, according to the stage (modified WHO staging system from I to IV, with tumor size, lymph
node involvement, and metastases) and treatment [33,34,45,46,52,59,60,65,68-70]. The MST for dogs
with surgically resected stage II-III oral melanoma is only 3-12 months, with an estimated one year
survival rate of only 20% [70,74]. Even with a radical surgical excision, recurrence rates are still high
(22-48%) [50-52,56,57], underlying the need for efficient systemic therapies. Regardless of the clinical
stage, a threshold for Ki67 above 19.5 % predicted melanoma-related death within a year of diagnosis
[75]. Among other pathological criteria, low pigmentation, a high nuclear atypia score, and a high
mitotic index (>4 mitosis figures over ten fields) are linked to a poor outcome [33,37]. Most cases of
oral melanoma carry a very poor prognosis, however, a small proportion of well-differentiated,
slowly growing tumors has been described [52,55]. Such entities also exist in humans, for who the
prognosis criteria are mainly based on histopathological features, ulceration, and Breslow
parameters, but they do not constitute a given subtype.

4.6. Genetic Features and Comparative Aspects

Canine mucosal melanomas have been recently studied at the molecular level. Obviously
different from human cutaneous melanomas, the main genetic alterations do resemble that of human
mucosal melanomas.

First analysed through candidate gene approaches, mutations were reported on NRAS, at the
same hotspots as in human cancers (NRAS?'), and on PTEN, but not on BRAFV6% and KIT [34,76,77].
Then, using array-comparative genomic hybridization (aCGH), recurrent deletions including
CDKN2A and PTEN tumor suppressor genes were described [78]. Substantial recurrent gains of
chromosomes, notably, CFA13 (Canis familiaris) and CFA17 (involving at least KIT and MYC
oncogenes) were identified, the most recurrent aberrations being a complex copy number profile on
CFA30 with alternate losses and gains and CFA 10 rearrangements encompassing the oncogenes
MDM?2 and CDK4 [78]. Most recent findings from NGS methods on canine oral melanoma of several
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breeds, through whole genome sequencing of five cases and targeted sequencing of 26 cases [29],
exome sequencing of 65 FFPE (formalin fixed and paraffin embedded) cases [30], and exome
sequencing of 69 cases [79] showed concordant results: mutations on NRAS, KRAS, occurred in 10-
20% of cases, PTEN and TP53 in 10 % and 8-28% of cases, respectively [29,30].

Importantly, canine oral melanoma presents numerous copy number alterations (CNA) and a
relatively low single nucleotide variation (SNV) rate with general non-UV mutation signatures, as
first shown in human mucosal melanomas [9]. The "chromotripsis like" profile on CFA30 was
reported in canine oral melanomas concerning 60% of affected dogs and corresponds to the HSA15
alteration observed in human cases [80]. SNV detected in canine oral melanomas are also present in
human mucosal melanoma [30,81,82], with exceptions for SF3B1, ATRX, and SPRED1 mutations, that
were not identified in dogs [30,83]. Conversely, recurrently altered genes such as PTPR], suggested
to be inactivated in 23% of canine mucosal melanomas are not yet found in human cancers [29].
Indeed, in human mucosal melanoma cases, mutation profiles seem to vary slightly according to the
mucosal anatomical site. For example, NRAS mutations are mostly seen in sinonasal forms [30,84],
whereas mutations in KIT, NF1, and SFB31 are recurrent in anogenital forms [30,85]. Further studies
in canine oral melanomas should shed some light on these aspects, revealing recurrent mutations
with strong effect in specific locations and specific breeds, reflecting different genetic backgrounds
that are easiest to investigate in dog breeds. These data were very recently enriched by comparative
expression profiling of 28 cases of oral malignant melanoma, comparing metastatic/primary
situations [86].

In both species, the MAPK and PI3K pathways are involved in mucosal melanoma formation
and progression [29-31,82,85,87]. All of these data suggest that canine and human mucosal
melanomas share similarities and that dog could be a good preclinical model for this rare human
cancer.

The search for predisposing mutations has not been extensively investigated in canine
melanomas, however, recent analyses of exome sequence data have been performed in human, dog,
and horse mucosal melanomas [30]. The authors looked for pathogenic germline variants already
established in human melanoma susceptibility genes [88], including CDKN2A, BAP1, POT1, and
TP53, based on their orthologs in the canine genome, but to date none have been identified in canine
oral melanoma.

5. Canine Cutaneous Melanoma

Malignant melanoma is a relatively common cancer in dogs and accounts for 9-20% of skin
tumors in that species [89]. Interestingly, tumors in cutaneous locations are often benign; 60% of them
are benign melanocytomas [34,90], according to pathological criteria, such as nuclear atypias and
mitotic index <3 mitoses over ten fields [90,91].

In contrast to human cutaneous melanoma for which UV-light exposure is a major etiologic
factor, dogs are naturally protected against sun exposure by their hair. Furthermore, black-coated
breeds with pigmented skin are at increased risk, as is the case with schnauzers, Scottish terriers,
poodles, golden retrievers, dachshunds, cocker spaniels and chow-chows [28,31,33,48].

Melanocytic neoplasms in dogs are usually dermal, arising on hair-bearing skin of the head,
ears, neck, trunk, and limbs [32,33,87]. Whereas melanocytomas are usually solitary, small,
pigmented, firm, and freely moveable over deeper structures, malignant melanomas tend to be fast-
growing tumors, often ulcerated and pigmented (Figure 5) [92].
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Figure 5. Canine cutaneous melanoma (left) and human nodular melanoma (right). Photo
credit: P. Durieux and T. Jouary.

Usually, surgical resection is curative [32-34,87,89], although some pathological characteristics,
such as a mitotic index >3 over ten fields (otf) the presence of 220 nuclear atypia, a Ki67 index >15%,
ulceration, lymphatic invasion, and tumors extending beyond the dermis, have a negative influence
on prognosis [30,33,37,85,87,90]. More recently, Silvestri et al. showed that Breslow thickness is
significantly associated with histological malignancy, clinical outcome, and presence of
recurrence/metastasis [93].

Cutaneous melanoma has a relatively benign behavior in dogs. Recent studies, evaluating
outcomes after surgical excision, showed that the MST was 1363 days and not reached with 77%—88%
of dogs alive at 1 year and 54% alive at 2 years [40,93,94] (Figure 2). In the series of 87 dogs (Laver et
al., 2018), 12% of dogs had lymph node metastases and 3.7% had pulmonary metastases at diagnosis.
Interestingly, the authors proposed that a mitotic index threshold of 20 mitosis figures over ten fields
accurately predicts the outcome. It appears that local resection alone is sufficient for most localized
canine cutaneous melanomas, and the clinical benefit of adjuvant therapies like chemotherapy or
DNA vaccines has not been shown [40,94].

Genetic Features and Comparative Aspects

The data available on somatic alterations are based on few cases of canine cutaneous melanoma.
First, aCGH experiments on five tumors identified copy number alterations such as gains on the CFA
20 and losses on the CFA 6 and 18 [78]. A candidate gene approach with 20 cutaneous melanomas
found no variant in BRAF, NRAS, PTEN, KIT, GNAQ, and CDK4 [34]. Hendricks et al., (2018)
provided genetic results of two cutaneous melanoma cases: an NRAS mutation and a translocation
in chromosome 10 (region 10-12 Mbases) for one case (Whole Genome Sequencing) and KRAS, TP53,
and KIT mutations with amplification of chromosome 30 (region 16,164778 -16,525074 Mbases) for
the other case (targeted sequencing) [29]. These preliminary data, together with the fact that canine
cutaneous melanocytic tumors are most often benign and not linked to UV-light exposure, confirm
that these canine cutaneous forms arise from a distinct mechanism, different from that of most human
cutaneous melanomas. Indeed, human UV-induced cutaneous melanomas carry a clear UV-
mutational signature and an important mutation burden with recurrent mutated genes such as BRAF,
NRAS, HRAS, NF1, CDKN2A, TP53, and PTEN and the recently identified genes, such as PPP6C and
RAC1 [80,82,95]. However, the identification of genetic alterations in canine cutaneous tumors should
provide interesting results and new data for the less investigated non-UV-induced subtypes of
melanomas in humans, such as acral melanoma, or rare categories of dermal melanomas [1].

In terms of research on human cutaneous melanoma predisposition, numerous GWAS (Genome
Wide Association Study) have been performed on large worldwide cohorts of patients and controls
over the last 10 years, which has led to the identification of over 20 genome-wide significant
melanoma risk regions [30,96,97]. While several dog breeds are predisposed to cutaneous melanoma,
germline variants are worth exploring to inform the genetics of the rare non-UV-induced subtypes of
human melanomas.
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6. Canine Digital Melanoma

Melanoma is the second most common canine digital tumor after squamous cell carcinoma and
accounts for 15%-17% of neoplasias of the digits [98,99]. It arises on the skin digits, footpad, or nail
bed and mimics human acral melanoma (plantar surface of the foot, palms of hands, and fingers)
(Figure 6). Previous studies showed that between 49-86% of canine melanocytic tumors of the digits
were malignant and that all nail bed melanocytic tumors were malignant [34,90,91]. It is a tumor of
old dogs, occurring around 10 years of age [98]; some breeds are over-represented like Scottish terrier
[98], schnauzer, Beauce shepherds, and Rottweilers [34,99].

These melanomas have a biological behaviour intermediate between oral and cutaneous
melanomas (Figure 3). They are locally aggressive, with bone lysis occurring in 40-58% of cases
[99,100] and have a high metastatic propensity, with regional or distant pulmonary metastasis in 30%
to 40% of cases at presentation [99,101]. Without regional or distant metastases, the first-line
treatment is amputation of the digit; then, the MST is 12 months, with 42-57% of dogs alive at 1 year
and 11-13% alive at 2 years [38,98,99,101]. These data confirm the aggressiveness of digital
melanomas, their poor prognosis, and the need for adjuvant therapy. A few studies have reported
that chemotherapy does not lead to a survival benefit [40]; xenogeneic DNA vaccine is safe and
resulted in an MST of 476 days, but still 50% of dogs treated developed metastases during the course
of treatment [100].

Figure 6. Canine digital melanomas mimic human acral melanomas. Canine digital
melanomas can occur on the digit (A) or the footpad (B) and are often ulcerated. Human
acral melanomas typically occur on the palmar/plantar surface of the hand/feet (C and D).
Photo credit: A. Muller (A), F.A. Fogel (B), A. Dupuy (C), and E. Maubec (D).

Genetic features and comparative aspects

To date, only 3 canine acral tumors have been studied and all harboured RAS mutations (2 KRAS
and 1 NRAS), and CNA involving CFA30 was found in one case [29]. In humans, a series of 35
samples of acral melanomas [82] have been shown to present a complex copy number alteration
profile more similar to mucosal than cutaneous melanomas [9,82,102]. Significantly mutated genes
such as BRAF, NRAS and NF1 have been identified in half of the cases [82].

Concerning germline variants, there are no data available in dogs or humans, whereas
predispositions are known in black-coated dogs from several terrier breeds, and their genetic
analyses would greatly inform the rare and severe corresponding human subtypes.

7. Canine Uveal Melanoma
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Melanocytic tumors are the most common primary ocular neoplasms in dogs. They can be limbal
or epibulbar, but the most common site is the anterior uvea (iris and ciliary body) [103-105]. The
biological behavior of these ocular melanomas depends on their location, with uveal melanoma being
the most frequent and aggressive [31]. In contrast to humans, primary choroidal melanoma is rare in
dogs [32,33]. Between 15 and 29% of canine intraocular melanocytic tumors are histologically
malignant [34,37,105], and they are defined by their cytologic abnormalities and a mitotic index
superior to four mitosis figures over ten fields [103,106]. More recently, a study tended to discriminate
between benign (“melanocytoma-like melanoma”) and malignant uveal melanocytic cases based on
morphological criteria such as smaller tumor size, high degree of pigmentation, and low mitotic
activity [106]. At examination, the first abnormality commonly observed is a dark-pigmented mass
in the anterior segment of the eye [101], but melanoma can be amelanotic in rare cases (Figure 7).
Associated clinical signs include iris thickening, irregular pupil with blindness and ocular pain, or
secondary symptoms such as keratitis, uveitis, or glaucoma [37,103,104].

Figure 7. Canine uveal melanoma: A. dog eye with an iridal melanoma; B. Histological
section of a canine uveal melanoma; C. Melanoma of the ciliary body in a dog. Localized
dilation of the episcleral vessels indicating, as in human, a melanoma of the ciliary bodies;
D: Ultrasonography of an affected eye. We notice the high surface echogenicity with rapid
decay of this echogenicity Photo credit: P. Durieux.

Only 4% to 8% of malignant uveal melanomas metastasize to lungs and liver, generally within
3 months following enucleation, consistent with what it is seen in localized human iris melanomas
[103,107,108]. A few cases with late metastases have been reported in dogs, occurring more than 1.5
years after initial diagnosis [109,110]. Canine intraocular melanomas are treated with enucleation if
there is concern about malignancy or complications. In order to preserve the eye and vision, local
resection may be performed on isolated primary masses involving only the iris or a portion of the
ciliary body, but long-term results are often unsatisfactory. Other available treatments for uveal
melanoma include laser therapy, which holds promise for the palliation or potential cure while
preserving vision [38].

The prognosis for dogs with histologically benign uveal melanoma (“melanocytoma-like
melanoma”) is excellent. However, dogs with malignant uveal melanoma have significantly shorter
lifespans [105,106]. In human uveal melanoma, despite successful local treatment, up to 25% and 34%
of patients still develop metastases within 5 and 10 years [111]. This situation highlights the
importance of genetically discriminating benign and malignant forms. Recently, gene expression
profiles (class 1 and 2), Ki67 positivity, and loss of chromosome 3 allowed metastasising from non-
metastasising human uveal melanomas to be distinguished [112]. Based on those findings, Malho et
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al. found that four of these genes (HTR2B, FXR1, LTA4H, and CDH1) were overexpressed in
metastasising canine uveal melanoma [107]. For one of those, FXRI, immunohistochemical
expression was shown to be different between 10 oral and 10 uveal canine melanoma cases, but the
link with the biological behaviour has still to be determined [113].

Genetic features and comparative aspects

In dogs, there are no genetic somatic or germline alterations identified to date. However, in
humans, frequent somatic activating mutations in GNAQ or GNA11 have been found, leading to the
stimulation of both MAPK and PIK3/AKT pathways [114-116]. Another major gene, BAP1, has been
involved in uveal melanomas, both through somatic alterations and germline variants [117,118].
Moreover, additional risk polymorphisms have recently been identified in human uveal melanomas
[119]. Most recently, Robertson et al. (2017) performed an integrated study of 80 uveal melanoma
patients, and genetic alterations, such as chromosome 3 monosomy/disomy, alterations in EIF1IAX,
SF3B1, and BAP-1, together with CNA and the global DNA methylation status, have been
demonstrated to carry a prognostic value [17]. It would be relevant to determine if and how these
alterations can discriminate canine uveal “melanocytoma-like melanoma” from malignant melanoma
cases.

8. Innovative Therapies in Human and Canine Melanomas

In human and dogs, complete surgical excision is the first-line treatment of localized melanomas
[38,120,121]. Radiation therapy can improve local control and decrease tumor recurrence after
surgery for mucosal melanoma and is effective to treat some types of human cutaneous melanomas,
like lentigo maligna melanomas [38,120,121]. However, for advanced stage and metastatic diseases,
systemic therapies are essential.

Targeted therapies and immunotherapy have been developed in the last decade and strongly
improved some cancer’s management.

Immunotherapy is a novel treatment modality which consists of treating cancers using and
stimulating the patient’s immune system. It has revolutionized some advanced cancer’s treatment
and outcome, particularly with the development of checkpoint inhibitors targeting cytotoxic T
lymphocytes antigen 4 (CTLA-4) and programmed cell death 1 (PD-1) [122,123]. Those molecules are
mainly expressed on activated T lymphocytes, and the binding to their ligands (several clusters of
differentiation for CTLA-4 and programmed cell death ligands 1 and 2 for PD-1) suppresses T-cell
activity. Upregulation of these inhibitory pathways is observed in many human cancers, particularly
melanoma, and is responsible for the suppression of antitumor immune response, which promotes
cancer immune evasion. Recently, phase III trials showed that anti PD-1 (pembrolizumab,
nivolumab) and anti CTLA-4 (ipilimumab) provided high response rate and durable long-term
survival in responding patients, and they are now part of the first-line treatment in advanced stage
and metastatic melanomas [122,124]. Checkpoint inhibitors, and particularly the combination of
nivolumab and ipilimumab also showed promising results in human mucosal melanomas and
should be considered as a good treatment option for advanced stage and metastatic diseases
[121,125]. In canine oncology, the tumor microenvironment and immune system are less investigated.
However, it has been recently shown that PD-1 and CTLA-4 are significantly overexpressed by
peripheral blood T lymphocytes in cancer-bearing dogs compared with in healthy controls [126,127]
and that PD-1 blockade enhances T-cell activation [127]. Alongside that, PD-L1 was shown to be
expressed in many canine cancers, including oral melanoma [35,128,129]. Those data led to a pilot
clinical study in dogs with oral melanoma, using a canine chimeric monoclonal antibody targeting
PD-L1. This drug was safe and well tolerated in dogs, and 1/7 dogs showed an objective response
[130]. These recent data make the dog an interesting model for translational immunotherapeutic
studies that could predict novel drugs efficacy.

Targeted therapies have also improved outcomes of human metastatic cutaneous melanomas.
Those therapies are used according to the molecular profile of the tumors, and cutaneous melanomas
with BRAF V600 mutations are likely to benefit from the combination of BRAF (vemurafenib,
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dabrafenib) and MEK inhibitors (trametinib) [124]. Although typically of short duration, antitumor
activity with KIT inhibitors like imatinib has been observed in mucosal melanoma harboring KIT
mutations [121,131]. To date, there are no available targeted therapies against melanoma in dogs. The
screening of 21 drugs on nine canine melanomas cell lines showed that they were not sensible to
BRAF and KIT inhibitors (vemurafenib, masitinib, imatinib), but to bortezomib, a proteasome
inhibitor involved in the NF-kB pathway, that could be a promising targeted therapy [132].

9. Discussion

In this review, we attempt to summarize the present knowledge about the different canine
melanomas in the context of comparative oncology.

The dog appears to be the best-known spontaneous model for human oncology, but there are
other interesting species like horse, cat, or pig, which can develop melanomas, and genetic studies
have been performed in some of these. Advances in our understanding of melanomas have been
facilitated by a range of animal models, which contributed to basic biology, characteristics and roles
of driver genes, and efficiency of targeted therapies. In horses, melanocytic tumors represent up to
19% of cutaneous tumors and often occur in grey horses [133]. As in dogs, equine melanomas are not
thought to be associated with UV-light exposure. Predisposing alterations have been found in grey
horses, such as a 4.6kb duplication in STX17 [134,135]. In cats, melanocytic neoplasms are a rare
entity, the most frequent site being the eye; uveal melanoma biologic behaviour is quite similar to
human uveal melanoma, because tumors metastasize to internal organs in up to 60% of the cases [38].
However, common mutations present in human uveal melanoma were not found in the feline
counterpart [136]. Recently, melanomas of the oral cavity and the skin have also been described, as a
retrospective study, in 30 cats [137]. Lastly, the MeLiM pig model is a spontaneous model of
cutaneous melanoma, with tumors appearing a few weeks after birth, followed by regression [138].
MeLiM pig genetic data recently led to the identification of new risk loci [139], but no somatic variants
have been identified to date.

At present, there is an opportunity to use these spontaneous models to define new genes and
loci that influence melanoma risk, to define recurrent molecular alterations that could be drivers, and
to identify therapeutic targets in order to use these data to guide the development of new therapeutic
options and achieve better prognosis in humans.

The great advantage with dogs is the existence of anatomic locations corresponding to those of
human melanomas. Canine and human melanomas share many features, such as clinical
presentation, pathology, and molecular mechanisms. Particularly, canine oral and digital melanomas
display an aggressive behaviour that mimics human mucosal and acral melanomas. However, canine
cutaneous melanomas arising on the hair-bearing skin are not linked to UV exposure, contrary to the
majority of human cutaneous melanoma, and thus might represent relevant models for the rare non-
UV-induced cutaneous melanomas, but not for the classical SSM forms of human cutaneous
melanomas.

To date, genetic studies of canine melanomas, mainly based on oral subtypes, showed that their
genomic landscapes are similar to those reported in human non-UV-induced melanomas, with a low
point mutation frequency but a high structural variation burden. Those features, as well as the
absence of UV signature make the dog a good opportunity to study any form of non-UV-induced
human melanomas (cutaneous and noncutaneous).

Another advantage of the dog is the existence of breeds that constitute genetic isolates. Some
breeds are at higher risk to develop melanomas, such as breeds with pigmented skin or mucosa, and
are ideal spontaneous models to screen for pathogenic germline alterations. Moreover, as there is a
likely association between the specific genetic background of breeds and the landscape of somatic
mutations, dog can help to identify relevant alterations in human melanoma subtypes.

Genetic analyses in dogs such as whole genome sequencing, exome, RNA sequencing, or a CGH
are now routinely performed. Canine sample collection is facilitated by the prevalence of melanoma
in predisposed breeds, and thanks to the efforts of the community. Biological Resource Centres have
been set up, like the French Cani-DNA BRC (http://dog-genetics.genouest.org) or the American
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Canine Comparative Oncology Genomics Consortium (CCOGC) (https://ccogc.net/), which have
significant collections of canine melanoma samples.

Those resources and methods can be used to identify therapeutic targets and enhance clinical
trials in pet dogs [35]. This concept of “first-in dogs trials” has been launched by the National Cancer
Institute’s (NCI'’s) Comparative Oncology Trials Consortium (COTC;
http://ccr.cancer.gov/resources/cop/COTC.asp), with the aim of answering biological questions that
can inform the development of novel agents for future use in human cancer patients [140,141].
Clinical trials in pet dogs offer several advantages. First, they are not constrained by traditional Phase
I, Phase II, and Phase III trial designs, and make it possible to address many questions in one study
(toxicity, pharmacokinetics, pharmacodynamics, response etc.) to inform future human clinical
studies. Moreover, dogs present a shorter lifespan and a relatively rapid disease course for most
cancers, thus providing the cancer natural history with earlier outcome measures compared with
those from human patients. Since many canine cancers do not have well-established standards of
care, novel agents can be offered to pet dogs alternatively to conventional therapies, leading to trials
benefiting the health of both dogs and humans.

Acknowledgments: The authors are grateful to Marc Gillard, Clotilde de Brito, Anne-Sophie
Guillory, Edouard Cadieu, Christophe Hitte, Aline Primot, Thomas Derrien and Benoit Hédan from
the Canine Genetics team, (IGDR, Rennes, France) for their historical and strong input in the study
of canine melanomas. Melanoma data were gathered through the Cani-DNA BRC (http://dog-
genetics.genouest.org), which is part of the CRB-Anim infra-structure, ANR-11-INBS-0003. The
authors thank M.D. Galibert (IGDR Rennes, France), F. Demenais (Université de Paris, UMR-1124
INSERM, Paris, France), E. Maubec (Université de Paris, UMR-1124 INSERM and AP-HP, Paris,
France), B. Vergier (CHU Bordeaux, France), F. Mouriaux and Elodie Bourreau (CHU Rennes,
France), P. Devauchelle (MICEN-Vet, Creteil, France), J.P. Jegou (Centre Hospitalier Universitaire
Vétérinaire d'Alfort, France), Frédérique Degorce-Rubiale (LAPVSO, Toulouse France), M. Lagadic
(IDEXX, Paris, France) and A. Fautrel (Platform H2P2 Biosit Rennes, France) for their knowledge and
involvement in melanomas, with helpful discussions and advice on the comparative aspects. Authors
warmly thank Susan Cure (Paris, France) for careful reading and correcting of the manuscript. The
authors thank P. de Fornel (MICEN-Vet, France), A. Dupuy (CHU Rennes, France), T. Jouary (Centre
Hospitalier de Pau, France), J. Abadie (ENVN Oniris, France), B. Vergier (CHU Bordeaux, France), A.
Muller (Clinique vétérinaire Lommes, France), F.A. Fogel (Facultad de Ciencias Veterinarias, Tandil,
Argentina), E. Maubec (Université de Paris, UMR-1124 INSERM and AP-HP, Paris, France) and P.
Durieux (Centre Hospitalier Vétérinaire des Cordeliers, Meaux) for their pictures illustrating the
review.

Authors contributions: CA and AP both wrote, reviewed and edited the manuscript

Conflicts of Interest: The authors declare no conflict of interest.

References

1.  Bastian, B.C. The molecular pathology of melanoma: An integrated taxonomy of melanocytic neoplasia.
Annu. Rev. Pathol. 2014, 9, 239-271.

2. Weiss, S.; Hanniford, D.; Hernando, E.; Osman, I. Revisiting determinants of prognosis in cutanous
melanoma. Cancer 2015, 121, 4108-4123.

3. Williams, M.D. Update from the 4th Edition of the World Health Organization Classification of Head and
Neck Tumours: Mucosal Melanomas. Head Neck Pathol. 2017, 11, 110-117.

4. LeBoit, P.E.; Burg, G.; Weedon, D.; Sarasain, A. World Health Organization Classification of Tumours. In
Pathology and Genetics of Skin Tumours; IARC Press, Lyon, France, 2006.

5. Greenwald, H.S.; Friedman, E.B.; Osman, I. Superficial spreading and nodular melanoma are distinct
biological entities: A challenge to the linear progression model. Melanoma Res. 2012, 22, 1-8.

6. Tsao, H.; Chin, L.; Garraway, L.A; Fisher, D.E. Melanoma: From mutations to medicine. Genes Dev. 2012,
26, 1131-1155.



Genes 2019, 10, 501 15 of 21

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

Leonardi, G.C.; Falzone, L.; Salemi, R.; Zanghi, A.; Spandidos, D.A.; McCubrey, J.A.; Candido, S.; Libra, M.
Cutaneous melanoma: From pathogenesis to therapy (Review). Int. J. Oncol. 2018, 52, 1071-1080.

Lee, N.; Barthel, S.R.; Schatton, T. Melanoma Stem Cells and Metastasis: Mimicking Hematopoietic Cell
Trafficking? Lab. Investig. 2014, 94, 13-30.

Furney, S.J.; Turajlic, S.; Stamp, G.; Nohadani, M.; Carlisle, A.; Thomas, ].M.; Hayes, A.; Strauss, D.; Gore,
M.; van den Oord, J.; et al. Genome sequencing of mucosal melanomas reveals that they are driven by
distinct mechanisms from cutaneous melanoma. J. Pathol. 2013, 230, 261-269.

Lian, B.; Cui, C.L.; Zhou, L.; Song, X.; Zhang, X.S.; Wu, D.; Si, L.; Chi, Z.H.; Sheng, X.N.; Mao, L.L.; et al.
The natural history and patterns of metastases from mucosal melanoma: An analysis of 706 prospectively-
followed patients. Ann. Oncol. 2017, 28, 868-873.

Criscito, M.C.; Stein, J.A. Improving the diagnosis and treatment of acral melanocytic lesions. Melanoma
Manag. 2017, 4, 113-123.

Yde, S.S.; Sjoegren, P.; Heje, M.; Stolle, L.B. Mucosal Melanoma: A Literature Review. Curr. Oncol. Rep. 2018,
20, 28.

Marcus, D.M.; Marcus, R.P.; Prabhu, R.S.; Owonikoko, T.K.; Lawson, D.H.; Switchenko, J.; Beitler, ].J. Rising
Incidence of Mucosal Melanoma of the Head and Neck in the United States. J. Skin Cancer 2012, 2012,
231693.

Kirchoff, D.D.; Deutsch, G.B.; Foshag, L.].; Lee, ].H.; Sim, M.-S.; Faries, M.B. Evolving Therapeutic Strategies
in Mucosal Melanoma Have not Improved Survival Over Five Decades. Available online:
https://www.ingentaconnect.com/content/sesc/tas/2016/00000082/00000001/art00002 (accessed on 25 April
2019).

Andreoli, M.T.; Mieler, W.F.; Leiderman, Y.I. Epidemiological trends in uveal melanoma. Br. ]. Ophthalmol.
2015, 99, 1550-1553.

Eskelin, S.; Pyrhénen, S.; Summanen, P.; Hahka-Kemppinen, M.; Kiveld, T. Tumor doubling times in
metastatic malignant melanoma of the uvea: Tumor progression before and after treatment. Ophthalmology
2000, 107, 1443-1449.

Robertson, A.G.; Shih, J.; Yau, C,; Gibb, E.A.; Oba, J.; Mungall, K.L.; Hess, ].M.; Uzunangelov, V.; Walter,
V.; Danilova, L.; et al. Integrative Analysis Identifies Four Molecular and Clinical Subsets in Uveal
Melanoma. Cancer Cell 2018, 33, 151.

van der Weyden, L.; Patton, E.E.; Wood, G.A.; Foote, A.K; Brenn, T.; Arends, M.].; Adams, D.]J. Cross-
species models of human melanoma. J. Pathol. 2016, 238, 152-165.

Gardner, H.L.; Fenger, ].M.; London, C.A. Dogs as a Model for Cancer. Annu. Rev. Anim. Biosci. 2016, 4,
199-222.

Ostrander, E.A.; Dreger, D.L.; Evans, ].M. Canine Cancer Genomics: Lessons for Canine and Human
Health. Annu. Rev. Anim. Biosci. 2019, 7, 449—472.

Schiffman, J.D.; Breen, M. Comparative oncology: What dogs and other species can teach us about humans
with cancer. Philos. Trans. R. Soc. B. Biol. Sci. 2015, 370, d0i:10.1098/rstb.2014.0231.

Ulvé, R; Rault, M.; Bahin, M.; Lagoutte, L.; Abadie, J.; De Brito, C.; Coindre, J.-M.; Botherel, N.; Rousseau,
A.; Wucher, V.; et al. Discovery of Human-Similar Gene Fusions in Canine Cancers. Cancer Res. 2017, 77,
5721-5727.

Thomas, R.; Borst, L.; Rotroff, D.; Motsinger-Reif, A.; Lindblad-Toh, K.; Modiano, J.F.; Breen, M. Genomic
profiling reveals extensive heterogeneity in somatic DNA copy number aberrations of canine
hemangiosarcoma. Chromosome Res. 2014, 22, 305-319.

Decker, B.; Parker, H.G.; Dhawan, D.; Kwon, E.M.; Karlins, E.; Davis, B.W.; Ramos-Vara, J.A.; Bonney, P.L.;
McNiel, E.A.; Knapp, D.W; et al. Homologous Mutation to Human BRAF V600E Is Common in Naturally
Occurring Canine Bladder Cancer—Evidence for a Relevant Model System and Urine-Based Diagnostic
Test. Mol. Cancer Res. 2015, 13, 993-1002.

Elvers, I; Turner-Maier, J.; Swofford, R.; Koltookian, M.; Johnson, J.; Stewart, C.; Zhang, C.-Z.; Schumacher,
S.E.; Beroukhim, R.; Rosenberg, M.; et al. Exome sequencing of lymphomas from three dog breeds reveals
somatic mutation patterns reflecting genetic background. Genome Res. 2015, 25, 1634-1645.

Sakthikumar, S.; Elvers, I.; Kim, J.; Arendt, M.L.; Thomas, R.; Turner-Maier, J.; Swofford, R.; Johnson, J.;
Schumacher, S.E.; Alfoldi, J.; et al. SETD2 Is Recurrently Mutated in Whole-Exome Sequenced Canine
Osteosarcoma. Cancer Res. 2018, 78, 3421-3431.



Genes 2019, 10, 501 16 of 21

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.
48.

49.

Arendt, M.L.; Melin, M.; Tonomura, N.; Koltookian, M.; Courtay-Cahen, C.; Flindall, N.; Bass, J.; Boerkamp,
K.; Megquir, K.; Youell, L.; et al. Genome-Wide Association Study of Golden Retrievers Identifies Germ-
Line Risk Factors Predisposing to Mast Cell Tumours. PLoS Genet. 2015, 11, e1005647.

Thaiwong, T.; Sirivisoot, S.; Takada, M.; Yuzbasiyan-Gurkan, V.; Kiupel, M. Gain-of-function mutation in
PTPN11 in histiocytic sarcomas of Bernese Mountain Dogs. Vet. Comp. Oncol. 2018, 16, 220-228.
Hendricks, W.P.D.; Zismann, V.; Sivaprakasam, K.; Legendre, C.; Poorman, K.; Tembe, W.; Perdigones, N.;
Kiefer, J.; Liang, W.; DeLuca, V; et al. Somatic inactivating PTPR] mutations and dysregulated pathways
identified in canine malignant melanoma by integrated comparative genomic analysis. PLoS Genet. 2018,
14, €1007589.

Wong, K.; van der Weyden, L.; Schott, C.R.; Foote, A.; Constantino-Casas, F.; Smith, S.; Dobson, ].M.;
Murchison, E.P.; Wu, H.; Yeh, L; et al. Cross-species genomic landscape comparison of human mucosal
melanoma with canine oral and equine melanoma. Nat. Commun. 2019, 10, 353.

Nishiya, A.T.; Massoco, C.O.; Felizzola, C.R.; Perlmann, E.; Batschinski, K.; Tedardi, M.V.; Garcia, ].S.;
Mendonga, P.P.; Teixeira, T.F.; Zaidan Dagli, M.L. Comparative Aspects of Canine Melanoma. Vet. Sci. 2016,
3,7.

Hernandez, B.; Adissu, H.A.; Wei, B.-R.; Michael, H.T.; Merlino, G.; Simpson, R.M. Naturally Occurring
Canine Melanoma as a Predictive Comparative Oncology Model for Human Mucosal and Other Triple
Wild-Type Melanomas. Int. J. Mol. Sci. 2018, 19, 394.

Simpson, R.M.; Bastian, B.C.; Michael, H.T.; Webster, ].D.; Prasad, M.L.; Conway, C.M.; Prieto, V.M.; Gary,
J.M.; Goldschmidt, M.H.; Esplin, D.G.; et al. Sporadic naturally occurring melanoma in dogs as a preclinical
model for human melanoma. Pigment Cell Melanoma Res. 2014, 27, 37-47.

Gillard, M.; Cadieu, E.; De Brito, C.; Abadie, ].; Vergier, B.; Devauchelle, P.; Degorce, F.; Dréano, S.; Primot,
A.; Dorso, L.; et al. Naturally occurring melanomas in dogs as models for non-UV pathways of human
melanomas. Pigment Cell Melanoma Res. 2014, 27, 90-102.

Barutello, G.; Rolih, V.; Arigoni, M.; Tarone, L.; Conti, L.; Quaglino, E.; Buracco, P.; Cavallo, F.; Riccardo,
F. Strengths and Weaknesses of Pre-Clinical Models for Human Melanoma Treatment: Dawn of Dogs’
Revolution for Immunotherapy. Int. ]. Mol. Sci. 2018, 19, 799.

Spangler, W.L.; Kass, P.H. The histologic and epidemiologic bases for prognostic considerations in canine
melanocytic neoplasia. Vet. Pathol. 2006, 43, 136-149.

Smith, S.H.; Goldschmidt, M.H.; McManus, P.M. A comparative review of melanocytic neoplasms. Vet.
Pathol. 2002, 39, 651-678.

Withrow and MacEwen’s Small Animal Clinical Oncology, 5th ed.; Withrow, S.J., Vail, D.M., Page, R.L., Eds,;
Elsevier: St. Louis, MO, USA, 2013; ISBN 978-1-4377-2362-5.

Prouteau, A.; De Brito, C.; Cadieu, E.; Gillard, M.; Abadie, J.; Botherel, N.; Degorce, F.; Lagoutte, L.; Lagadic,
M., Guillory, A.S; et al. A prospective study of 420 canine melanocytic tumors: survival analysis and
prognostic factors, in prep 2019.

Brockley, L.K;; Cooper, M.A.; Bennett, P.F. Malignant melanoma in 63 dogs (2001-2011): The effect of
carboplatin chemotherapy on survival. N. Z. Vet. |. 2013, 61, 25-31.

Schultheiss, P.C. Histologic features and clinical outcomes of melanomas of lip, haired skin, and nail bed
locations of dogs. |. Vet. Diagn. Investig. 2006, 18, 422—425.

Ramos-Vara, J.A.; Beissenherz, M.E.; Miller, M.A.; Johnson, G.C.; Pace, L.W.; Fard, A.; Kottler, S.].
Retrospective study of 338 canine oral melanomas with clinical, histologic, and immunohistochemical
review of 129 cases. Vet. Pathol. 2000, 37, 597-608.

Bergman, P.J. Canine oral melanoma. Clin. Tech. Small Anim. Pract. 2007, 22, 55-60.

Dobson, ].M. Breed-predispositions to cancer in pedigree dogs. ISRN Vet. Sci. 2013, 2013, 941275.

Vinayak, A.; Frank, C.B.; Gardiner, D.W.; Thieman-Mankin, KM.; Worley, D.R. Malignant anal sac
melanoma in dogs: Eleven cases (2000 to 2015). J. Small Anim. Pract. 2017, 58, 231-237.

Spugnini, E.P.; Dragonetti, E.; Murace, R.; Cassandro, R.; Groeger, A.M.; Marino, M.D.; Baldi, A.
Spontaneous Intestinal Melanoma in Dogs. In Vivo 2005, 19, 1051-1054.

Hicks, D.G,; Fidel, J.L. Intranasal malignant melanoma in a dog. J. Am. Anim. Hosp. Assoc. 2006, 42, 472-476.
Davies, O.; Spencer, S.; Necova, S.; Holmes, E.; Taylor, A.; Blackwood, L.; Lara-Garcia, A. Intranasal
melanoma treated with radiation therapy in three dogs. Vet. Q. 2017, 37, 274-281.

Lemetayer, J.; Al-Dissi, A.; Tryon, K.; MacDonald-Dickinson, V. Primary intranasal melanoma with brain
invasion in a dog. Can. Vet. . 2017, 58, 391-396.



Genes 2019, 10, 501 17 of 21

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

Proulx, D.R,; Ruslander, D.M.; Dodge, R.K.; Hauck, M.L.; Williams, L.E.; Horn, B.; Price, G.S.; Thrall, D.E.
A retrospective analysis of 140 dogs with oral melanoma treated with external beam radiation. Vet. Radiol.
Ultrasound 2003, 44, 352-359.

Sarowitz, B.N.; Davis, G.J.; Kim, S. Outcome and prognostic factors following curative-intent surgery for
oral tumours in dogs: 234 cases (2004 to 2014). J. Small Anim. Pract. 2017, 58, 146-153.

Tuohy, J.L.; Selmic, L.E.; Worley, D.R.; Ehrhart, N.P.; Withrow, S.J. Outcome following curative-intent
surgery for oral melanoma in dogs: 70 cases (1998-2011). J. Am. Vet. Med. Assoc. 2014, 245, 1266-1273.
Smedley, R.C.; Spangler, W.L.; Esplin, D.G.; Kitchell, B.E.; Bergman, P.J.; Ho, H.-Y.; Bergin, I.L.; Kiupel, M.
Prognostic markers for canine melanocytic neoplasms: A comparative review of the literature and goals for
future investigation. Vet. Pathol. 2011, 48, 54-72.

Millanta, F.; Fratini, F.; Corazza, M.; Castagnaro, M.; Zappulli, V.; Poli, A. Proliferation activity in oral and
cutaneous canine melanocytic tumours: Correlation with histological parameters, location, and clinical
behaviour. Res. Vet. Sci. 2002, 73, 45-51.

Esplin, D.G. Survival of dogs following surgical excision of histologically well-differentiated melanocytic
neoplasms of the mucous membranes of the lips and oral cavity. Vet. Pathol. 2008, 45, 889-896.

Wallace, J.; Matthiesen, D.T.; Patnaik, A.K. Hemimaxillectomy for the treatment of oral tumors in 69 dogs.
Vet. Surg. 1992, 21, 337-341.

Kosovsky, ].K.; Matthiesen, D.T.; Marretta, S.M.; Patnaik, A.K. Results of Partial Mandibulectomy for the
Treatment of Oral Tumors in 142 Dogs. Vet. Surg. 1991, 20, 397-401.

Boston, S.E.; Lu, X.; Culp, W.T.N.; Montinaro, V.; Romanelli, G.; Dudley, R.M.; Liptak, ].M.; Mestrinho,
L.A.; Buracco, P. Efficacy of systemic adjuvant therapies administered to dogs after excision of oral
malignant melanomas: 151 cases (2001-2012). ]. Am. Vet. Med. Assoc. 2014, 245, 401-407.

Tollett, M.A.; Duda, L.; Brown, D.C.; Krick, E.L. Palliative radiation therapy for solid tumors in dogs: 103
cases (2007-2011). J. Am. Vet. Med. Assoc. 2016, 248, 72-82.

Murphy, S.; Hayes, A.M.; Blackwood, L.; Maglennon, G.; Pattinson, H.; Sparkes, A.H. Oral malignant
melanoma—The effect of coarse fractionation radiotherapy alone or with adjuvant carboplatin therapy.
Vet. Comp. Oncol. 2005, 3, 222-229.

Kawabe, M.; Mori, T.; Ito, Y.; Murakami, M.; Sakai, H.; Yanai, T.; Maruo, K. Outcomes of dogs undergoing
radiotherapy for treatment of oral malignant melanoma: 111 cases (2006-2012). . Am. Vet. Med. Assoc. 2015,
247,1146-1153.

Cancedda, S.; Rohrer Bley, C.; Aresu, L.; Dacasto, M.; Leone, V.F.; Pizzoni, S.; Gracis, M.; Marconato, L.
Efficacy and side effects of radiation therapy in comparison with radiation therapy and temozolomide in
the treatment of measurable canine malignant melanoma. Vet. Comp. Oncol. 2016, 14, e146-e157.

Bateman, K.E.; Catton, P.A.; Pennock, P.W.; Kruth, S.A. 0-7-21 radiation therapy for the treatment of canine
oral melanoma. . Vet. Intern. Med. 1994, 8, 267-272.

Freeman, K.P.; Hahn, K.A,; Harris, F.D.; King, GK. Treatment of dogs with oral melanoma by
hypofractionated radiation therapy and platinum-based chemotherapy (1987-1997). J. Vet. Intern. Med.
2003, 17, 96-101.

Dank, G.; Chien, M.B.; London, C.A. Activating mutations in the catalytic or juxtamembrane domain of c-
kit in splenic mast cell tumors of cats. Am. J. Vet. Res. 2002, 63, 1129-1133.

Rassnick, K.M.; Ruslander, D.M.; Cotter, S.M.; Al-Sarraf, R.; Bruyette, D.S.; Gamblin, R.M.; Meleo, K.A.;
Moore, A.S. Use of carboplatin for treatment of dogs with malignant melanoma: 27 cases (1989-2000). J.
Am. Vet. Med. Assoc. 2001, 218, 1444-1448.

Liao, J.C.F.; Gregor, P.; Wolchok, ].D.; Orlandi, F.; Craft, D.; Leung, C.; Houghton, A.N.; Bergman, P.J.
Vaccination with human tyrosinase DNA induces antibody responses in dogs with advanced melanoma.
Cancer Immun. 2006, 6, 8.

Atherton, M.].; Morris, ].S.; McDermott, M.R,; Lichty, B.D. Cancer immunology and canine malignant
melanoma: A comparative review. Vet. Immunol. Immunopathol. 2016, 169, 15-26.

Ottnod, J.M.; Smedley, R.C.; Walshaw, R.; Hauptman, J.G.; Kiupel, M.; Obradovich, J.E. A retrospective
analysis of the efficacy of Oncept vaccine for the adjunct treatment of canine oral malignant melanoma. Vet.
Comp. Oncol. 2013, 11, 219-229.

Grosenbaugh, D.A; Leard, A.T.; Bergman, P.J.; Klein, M.K.; Meleo, K,; Susaneck, S.; Hess, P.R.; Jankowski,
M.K; Jones, P.D.; Leibman, N.F.; et al. Safety and efficacy of a xenogeneic DNA vaccine encoding for



Genes 2019, 10, 501 18 of 21

71.

72.

73.

74.

75.

76.

77.

78.

79.

80.
81.

82.

83.

84.

85.

86.

87.

88.

89.

90.
91.

92.

human tyrosinase as adjunctive treatment for oral malignant melanoma in dogs following surgical excision
of the primary tumor. Am. J. Vet. Res. 2011, 72, 1631-1638.

McLean, J.L.; Lobetti, R.G. Use of the melanoma vaccine in 38 dogs: The South African experience. |. S. Afr.
Vet. Assoc. 2015, 86, 1246.

Treggiari, E.; Grant, ].P.; North, S.M. A retrospective review of outcome and survival following surgery
and adjuvant xenogeneic DNA vaccination in 32 dogs with oral malignant melanoma. J. Vet. Med. Sci. 2016,
78, 845-850.

Verganti, S.; Berlato, D.; Blackwood, L.; Amores-Fuster, I.; Polton, G.A ; Elders, R.; Doyle, R.; Taylor, A.;
Murphy, S. Use of Oncept melanoma vaccine in 69 canine oral malignant melanomas in the UK. J. Small
Anim. Pract. 2017, 58, 10-16.

MacEwen, E.G.; Patnaik, A.K.; Harvey, H.].; Hayes, A.A.; Matus, R. Canine oral melanoma: Comparison of
surgery versus surgery plus Corynebacterium parvum. Cancer Investig. 1986, 4, 397-402.

Bergin, L.L.; Smedley, R.C.; Esplin, D.G.; Spangler, W.L.; Kiupel, M. Prognostic evaluation of Ki67 threshold
value in canine oral melanoma. Vet. Pathol. 2011, 48, 41-53.

Murakami, A.; Mori, T.; Sakai, H.; Murakami, M.; Yanai, T.; Hoshino, Y.; Maruo, K. Analysis of KIT
expression and KIT exon 11 mutations in canine oral malignant melanomas. Vet. Comp. Oncol. 2011, 9, 219-
224,

Mochizuki, H.; Kennedy, K.; Shapiro, S.G.; Breen, M. BRAF Mutations in Canine Cancers. PLoS ONE 2015,
10, e0129534.

Poorman, K.; Borst, L.; Moroff, S; Roy, S.; Labelle, P.; Motsinger-Reif, A.; Breen, M. Comparative
cytogenetic characterization of primary canine melanocytic lesions using array CGH and fluorescence in
situ hybridization. Chromosome Res. 2015, 23, 171-186.

Hitte, C.; Cadieu, E.; Primot, A.; Hedan, B.; Abadie, J.; Prouteau, A.; Gillard, M.; Botherel, N.; Vergier, B.;
De Brito, C.; et al. Integrated Genetic Analysis of Canine Mucosal Melanoma from Three Predisposed
Breeds; in prep. 20109.

Cancer Genome Atlas Network. Genomic Classification of Cutaneous Melanoma. Cell 2015, 161, 1681-1696.
Lyu, J.; Song, Z.; Chen, J.; Shepard, M.].; Song, H.; Ren, G.; Li, Z.; Guo, W.; Zhuang, Z.; Shi, Y. Whole-exome
sequencing of oral mucosal melanoma reveals mutational profile and therapeutic targets. J. Pathol. 2018,
244, 358-366.

Hayward, N.K.; Wilmott, ].S.; Waddell, N.; Johansson, P.A.; Field, M.A.; Nones, K.; Patch, A.-M.;
Kakavand, H.; Alexandrov, L.B.; Burke, H.; et al. Whole-genome landscapes of major melanoma subtypes.
Nature 2017, 545, 175-180.

Ablain, J.; Xu, M.; Rothschild, H.; Jordan, R.C.; Mito, ].K.; Daniels, B.H.; Bell, C.F; Joseph, N.M.; Wu, H.;
Bastian, B.C.; et al. Human tumor genomics and zebrafish modeling identify SPRED1 loss as a driver of
mucosal melanoma. Science 2018, 362, 1055-1060.

Amit, M.; Tam, S.; Abdelmeguid, A.S.; Roberts, D.B.; Takahashi, Y.; Raza, S.M.; Su, S.Y.; Kupferman, M.E.;
DeMonte, F.; Hanna, E.Y. Mutation status among patients with sinonasal mucosal melanoma and its impact
on survival. Br. ]. Cancer 2017, 116, 1564-1571.

Hintzsche, ].D.; Gorden, N.T.; Amato, C.M.; Kim, J.; Wuensch, K.E.; Robinson, S.E.; Applegate, A.].; Couts,
K.L.; Medina, T.M.; Wells, K.R.; et al. Whole-exome sequencing identifies recurrent SF3B1 R625 mutation
and comutation of NF1 and KIT in mucosal melanoma. Melanoma Res. 2017, 27, 189-199.

Bowlt Blacklock. K.L.B.: Birand, Z.; Selmic, L.E.; Nelissen, P.; Murphy, S.; Blackwood, L.; Bass, ]J.; McKay,
J; Fox, R.; Beaver, S.; Starkey, M. Genome-wide analysis of canine oral malignant melanoma metastasis-
associated gene expression. Sci. Rep. 2019, 9, 6511.

Fowles, ].S.; Denton, C.L.; Gustafson, D.L. Comparative analysis of MAPK and PI3K/AKT pathway
activation and inhibition in human and canine melanoma. Vet. Comp. Oncol. 2015, 13, 288-304.

Potrony, M.; Badenas, C.; Aguilera, P.; Puig-Butille, J.A.; Carrera, C.; Malvehy, J.; Puig, S. Update in genetic
susceptibility in melanoma. Ann. Transl. Med. 2015, 3, 210.

Modiano, J.F.; Ritt, M.G.; Wojcieszyn, ]J. The molecular basis of canine melanoma: Pathogenesis and trends
in diagnosis and therapy. J. Vet. Intern. Med. 1999, 13, 163-174.

Bostock, D.E. Prognosis after surgical excision of canine melanomas. Vet. Pathol. 1979, 16, 32—40.

Laprie, C.; Abadie, J.; Amardeilh, M.F.; Net, J.L.; Lagadic, M.; Delverdier, M. MIB-1 immunoreactivity
correlates with biologic behaviour in canine cutaneous melanoma. Vet. Dermatol. 2001, 12, 139-147.
Goldschmidt, M.H. Pigmented lesions of the skin. Clin. Dermatol. 1994, 12, 507-514.



Genes 2019, 10, 501 19 of 21

93.

94.

95.

96.

97.

98.

99.

100.

101.

102.

103.

104.

105.

106.

107.

108.

109.

110.

111.

112.

113.

Silvestri, S.; Porcellato, I.; Mechelli, L.; Menchetti, L.; Rapastella, S.; Brachelente, C. Tumor Thickness and
Modified Clark Level in Canine Cutaneous Melanocytic Tumors. Vet. Pathol. 2018,
doi:10.1177/0300985818798094.

Laver, T.; Feldhaeusser, B.R.; Robat, C.S.; Baez, ].L.; Cronin, K.L.; Buracco, P.; Annoni, M.; Regan, R.C.;
McMillan, S.K.; Curran, K.M.; et al. Post-surgical outcome and prognostic factors in canine malignant
melanomas of the haired skin: 87 cases (2003-2015). Can. Vet. ]. 2018, 59, 981-987.

Zhang, T.; Dutton-Regester, K.; Brown, K.M.; Hayward, N.K. The genomic landscape of cutaneous
melanoma. Pigment Cell Melanoma Res. 2016, 29, 266—-283.

Law, M.H,; Bishop, D.T.; Lee, J.E.; Brossard, M.; Martin, N.G.; Moses, E.K.; Song, F.; Barrett, ].H.; Kumar,
R.; Easton, D.F.; et al. Genome-wide meta-analysis identifies five new susceptibility loci for cutaneous
malignant melanoma. Nat. Genet. 2015, 47, 987-995.

Duffy, D.L.; Zhu, G.; Li, X,; Sanna, M.; Iles, M.M.; Jacobs, L.C.; Evans, D.M.; Yazar, S.; Beesley, J.; Law, M.H.;
et al. Novel pleiotropic risk loci for melanoma and nevus density implicate multiple biological pathways.
Nat. Commun. 2018, 9, 4774.

Wobeser, B.K; Kidney, B.A.; Powers, B.E.; Withrow, S.J.; Mayer, M.N.; Spinato, M.T.; Allen, A.L. Diagnoses
and clinical outcomes associated with surgically amputated canine digits submitted to multiple veterinary
diagnostic laboratories. Vet. Pathol. 2007, 44, 355-361.

Henry, C.J.; Brewer, W.G.; Whitley, E.M.; Tyler, ] W.; Ogilvie, G.K.; Norris, A.; Fox, L.E.; Morrison, W.B,;
Hammer, A.; Vail, D.M,; et al. Canine digital tumors: A veterinary cooperative oncology group
retrospective study of 64 dogs. |. Vet. Intern. Med. 2005, 19, 720-724.

Manley, C.A.; Leibman, N.F.; Wolchok, J.D.; Riviere, I.C.; Bartido, S.; Craft, D.M.; Bergman, P.J. Xenogeneic
murine tyrosinase DNA vaccine for malignant melanoma of the digit of dogs. J. Vet. Intern. Med. 2011, 25,
94-99.

Marino, D.J.; Matthiesen, D.T.; Stefanacci, ].D.; Moroff, S.D. Evaluation of dogs with digit masses: 117 cases
(1981-1991). ]. Am. Vet. Med. Assoc. 1995, 207, 726-728.

Curtin, J.A ; Fridlyand, J.; Kageshita, T.; Patel, H.N.; Busam, K.J.; Kutzner, H.; Cho, K.-H.; Aiba, S.; Brocker,
E.-B.; LeBoit, P.E.; et al. Distinct sets of genetic alterations in melanoma. N. Engl. |. Med. 2005, 353, 2135-
2147.

Wilcock, B.P.; Peiffer, R.L. Morphology and behavior of primary ocular melanomas in 91 dogs. Vet. Pathol.
1986, 23, 418-424.

Diters, RW.; Dubelzig, R.R.; Aguirre, G.D.; Acland, G.M. Primary Ocular Melanoma in Dogs. Vet. Pathol.
1983, 20, 379-395.

Giuliano, E.A.; Chappell, R.; Fischer, B.; Dubielzig, R.R. A matched observational study of canine survival
with primary intraocular melanocytic neoplasia. Vet. Ophthalmol. 1999, 2, 185-190.

Zoroquiain, P.; Mayo-Goldberg, E.; Alghamdji, S.; Alhumaid, S.; Perlmann, E.; Barros, P.; Mayo, N.; Burnier,
M.N. Melanocytoma-like melanoma may be the missing link between benign and malignant uveal
melanocytic lesions in humans and dogs: A comparative study. Melanoma Res. 2016, 26, 565-571.

Malho, P.; Dunn, K.; Donaldson, D.; Dubielzig, R.R.; Birand, Z.; Starkey, M. Investigation of prognostic
indicators for human uveal melanoma as biomarkers of canine uveal melanoma metastasis. J. Small Anim.
Pract. 2013, 54, 584-593.

Bussanich, N.M. Canine uveal melanoma : Series and literature review. J. Am. Anim. Hosp. Assoc. 1987, 23,
415-422.

Rovesti, G.L.; Guandalini, A.; Peiffer, R. Suspected latent vertebral metastasis of uveal melanoma in a dog:
A case report. Vet. Ophthalmol. 2001, 4, 75-77.

Delgado, E,; Silva, ].X.; Pissarra, H.; Peleteiro, M.C.; Dubielzig, R.R. Late prostatic metastasis of an uveal
melanoma in a miniature Schnauzer dog. Clin. Case Rep. 2016, 4, 647-652.

Diener-West, M.; Reynolds, S.M.; Agugliaro, D.]J.; Caldwell, R.; Cumming, K.; Earle, ].D.; Hawkins, B.S.;
Hayman, J.A,; Jaiyesimi, I.; Jampol, L.M.; et al. Development of metastatic disease after enrollment in the
COMS trials for treatment of choroidal melanoma: Collaborative Ocular Melanoma Study Group Report
No. 26. Arch. Ophthalmol. 2005, 123, 1639-1643.

Onken, M.D.; Worley, L.A.; Tuscan, M.D.; Harbour, ] W. An accurate, clinically feasible multi-gene
expression assay for predicting metastasis in uveal melanoma. J. Mol. Diagn. 2010, 12, 461-468.

Nordio, L.; Marques, A.T.; Lecchi, C.; Luciano, A.M.; Stefanello, D.; Giudice, C. Immunohistochemical
Expression of FXR1 in Canine Normal Tissues and Melanomas. |. Histochem. Cytochem. 2018, 66, 585-593.



Genes 2019, 10, 501 20 of 21

114.

115.

116.

117.

118.

119.

120.

121.

122.

123.

124.

125.

126.

127.

128.

129.

130.

131.

132.

133.

Van Raamsdonk, C.D.; Bezrookove, V.; Green, G.; Bauer, J.; Gaugler, L.; O’'Brien, ]. M.; Simpson, E.M.; Barsh,
G.S.; Bastian, B.C. Frequent somatic mutations of GNAQ in uveal melanoma and blue naevi. Nature 2009,
457, 599-602.

Griewank, K.G.; van de Nes, J.; Schilling, B.; Moll, I.; Sucker, A.; Kakavand, H.; Haydu, L.E.; Asher, M,;
Zimmer, L.; Hillen, U.; et al. Genetic and clinico-pathologic analysis of metastatic uveal melanoma. Mod.
Pathol. 2014, 27, 175-183.

Van Raamsdonk, C.D.; Griewank, K.G.; Crosby, M.B.; Garrido, M.C.; Vemula, S.; Wiesner, T.; Obenauf,
A.C.; Wackernagel, W.; Green, G.; Bouvier, N.; et al. Mutations in GNA11 in uveal melanoma. N. Engl. |.
Med. 2010, 363, 2191-2199.

Walpole, S.; Pritchard, A.L.; Cebulla, C.M.; Pilarski, R.; Stautberg, M.; Davidorf, F.H.; de la Fouchardiére,
A.; Cabaret, O.; Golmard, L.; Stoppa-Lyonnet, D.; et al. Comprehensive Study of the Clinical Phenotype of
Germline BAP1 Variant-Carrying Families Worldwide. J. Natl. Cancer Inst. 2018, 110, 1328-1341.

Ewens, K.G.; Lalonde, E.; Richards-Yutz, J.; Shields, C.L.; Ganguly, A. Comparison of Germline versus
Somatic BAP1 Mutations for Risk of Metastasis in Uveal Melanoma. BMC Cancer 2018, 18, 1172.
Mobuchon, L.; Battistella, A.; Bardel, C.; Scelo, G.; Renoud, A.; Houy, A.; Cassoux, N.; Milder, M.; Cancel-
Tassin, G.; Cussenot, O.; et al. A GWAS in uveal melanoma identifies risk polymorphisms in the CLPTM1L
locus. NP] Genom. Med. 2017, 2, 5.

Barker, C.A.; Lee, N.Y. Radiation Therapy for Cutaneous Melanoma. Dermatol. Clin. 2012, 30, 525-533.
Tyrrell, H.; Payne, M. Combatting mucosal melanoma: Recent advances and future perspectives. Melanoma
Manag. 2018, 5, doi:10.2217/mmt-2018-0003.

Sullivan, R.J.; Atkins, M.B.; Kirkwood, ].M.; Agarwala, S.S.; Clark, J.I; Ernstoff, M.S.; Fecher, L.; Gajewski,
T.F.; Gastman, B.; Lawson, D.H.; et al. An update on the Society for Immunotherapy of Cancer consensus
statement on tumor immunotherapy for the treatment of cutaneous melanoma: Version 2.0. J. Immunother.
Cancer 2018, 6, 44.

Almela, RM.; Ansén, A. A Review of Immunotherapeutic Strategies in Canine Malignant Melanoma. Vet.
Sci. 2019, 6, 15.

Luke, ]J.J.; Flaherty, K.T.; Ribas, A.; Long, G.V. Targeted agents and immunotherapies: Optimizing
outcomes in melanoma. Nat. Rev. Clin. Oncol. 2017, 14, 463—482.

D’Angelo, S.P.; Larkin, J.; Sosman, J.A.; Lebbé, C.; Brady, B.; Neyns, B.; Schmidt, H.; Hassel, ].C.; Hodi, E.S.;
Lorigan, P.; et al. Efficacy and Safety of Nivolumab Alone or in Combination With Ipilimumab in Patients
With Mucosal Melanoma: A Pooled Analysis. J. Clin. Oncol. 2017, 35, 226-235.

Tagawa, M.; Kurashima, C.; Takagi, S.; Maekawa, N.; Konnai, S.; Shimbo, G.; Matsumoto, K.; Inokuma, H.;
Kawamoto, K.; Miyahara, K. Evaluation of costimulatory molecules in dogs with B cell high grade
lymphoma. PLoS ONE 2018, 13, e0201222.

Coy, J.; Caldwell, A.; Chow, L.; Guth, A.; Dow, S. PD-1 expression by canine T cells and functional effects
of PD-1 blockade. Vet. Comp. Oncol. 2017, 15, 1487-1502.

Hartley, G.; Faulhaber, E.; Caldwell, A.; Coy, J.; Kurihara, J.; Guth, A.; Regan, D.; Dow, S. Immune
regulation of canine tumour and macrophage PD-L1 expression. Vet. Comp. Oncol. 2017, 15, 534-549.
Maekawa, N.; Konnai, S.; Ikebuchi, R.; Okagawa, T.; Adachi, M.; Takagi, S.; Kagawa, Y.; Nakajima, C.;
Suzuki, Y.; Murata, S.; et al. Expression of PD-L1 on canine tumor cells and enhancement of IFN-y
production from tumor-infiltrating cells by PD-L1 blockade. PLoS ONE 2014, 9, e98415.

Maekawa, N.; Konnai, S.; Takagi, S.; Kagawa, Y.; Okagawa, T.; Nishimori, A.; Ikebuchi, R.; Izumi, Y.;
Deguchi, T.; Nakajima, C.; et al. A canine chimeric monoclonal antibody targeting PD-L1 and its clinical
efficacy in canine oral malignant melanoma or undifferentiated sarcoma. Sci. Rep. 2017, 7, 8951.

Hodi, E.S.; Corless, C.L.; Giobbie-Hurder, A.; Fletcher, J.A.; Zhu, M.; Marino-Enriquez, A.; Friedlander, P.;
Gonzalez, R.; Weber, ].S.; Gajewski, T.F.; et al. Imatinib for Melanomas Harboring Mutationally Activated
or Amplified KIT Arising on Mucosal, Acral, and Chronically Sun-Damaged Skin. J. Clin. Oncol. 2013, 31,
3182-3190.

Ito, K.; Kobayashi, M.; Kuroki, S.; Sasaki, Y.; Iwata, T.; Mori, K.; Kuroki, T.; Ozawa, Y.; Tetsuka, M.;
Nakagawa, T.; et al. The proteasome inhibitor bortezomib inhibits the growth of canine malignant
melanoma cells in vitro and in vivo. Vet. |. 2013, 198, 577-582.

Valentine, B.A. Survey of equine cutaneous neoplasia in the Pacific Northwest. J. Vet. Diagn. Investig. 2006,
18, 123-126.



Genes 2019, 10, 501 21 of 21

134.

135.

136.

137.

138.

139.

140.

141.

Rosengren Pielberg, G.; Golovko, A.; Sundstrom, E.; Curik, I.; Lennartsson, J.; Seltenhammer, M.H.; Druml,
T.; Binns, M; Fitzsimmons, C.; Lindgren, G.; et al. A cis-acting regulatory mutation causes premature hair
graying and susceptibility to melanoma in the horse. Nat. Genet. 2008, 40, 1004-1009.

Sundstrém, E.; Imsland, F.; Mikko, S.; Wade, C.; Sigurdsson, S.; Pielberg, G.R.; Golovko, A.; Curik, I;
Seltenhammer, M.H.; Sélkner, J.; et al. Copy number expansion of the STX17 duplication in melanoma
tissue from Grey horses. BMC Genom. 2012, 13, 365.

Rushton, J.G.; Ertl, R; Klein, D.; Nell, B. Mutation analysis and gene expression profiling of ocular
melanomas in cats. Vet. Comp. Oncol. 2017, 15, 1403-1416.

Chamel, G.; Abadie, ]J.; Albaric, O.; Labrut, S.; Ponce, F.; Ibisch, C. Non-ocular melanomas in cats: A
retrospective study of 30 cases. . Feline Med. Surg. 2017, 19, 351-357.

Rambow, F.; Piton, G.; Bouet, S.; Leplat, J.-].; Baulande, S.; Marrau, A.; Stam, M.; Horak, V.; Vincent-
Naulleau, S. Gene expression signature for spontaneous cancer regression in melanoma pigs. Neoplasia
2008, 10, 714-726.

Bourneuf, E.; Estellé, J.; Blin, A.; Créchet, F.; Schneider, M. del P.; Gilbert, H.; Brossard, M.; Vaysse, A.;
Lathrop, M.; Vincent-Naulleau, S.; et al. New susceptibility loci for cutaneous melanoma risk and
progression revealed using a porcine model. Oncotarget 2018, 9, 27682-27697.

Gordon, I; Paoloni, M.; Mazcko, C.; Khanna, C. The Comparative Oncology Trials Consortium: Using
spontaneously occurring cancers in dogs to inform the cancer drug development pathway. PLoS Med. 2009,
6, €1000161.

LeBlanc, A.K.; Breen, M.; Choyke, P.; Dewhirst, M.; Fan, T.M.; Gustafson, D.L.; Helman, L.J.; Kastan, M.B.;
Knapp, D.W.; Levin, W.J.; et al. Perspectives from man’s best friend: National Academy of Medicine’s
Workshop on Comparative Oncology. Sci. Transl. Med. 2016, 8, 324ps5.

@ @ © 2018 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open

access article distributed under the terms and conditions of the Creative Commons

Attribution (CC BY) license (http://creativecommons.org/licenses/by/4.0/).



