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ABSTRACT

Malignant tumors originating in connective tissue cells of mesenchymal origin are considered soft tissue sarcomas.
Soft tissue sarcomas represent between 7%-9% of malignant tumors of the skin and subcutaneous tissue in cats.
Among the sarcomas affecting cats, there is a specific group known as inoculation site-associated sarcomas.
Sarcomas that do not occur at sites typically used for the injection of substances will be classified in this review as
non-inoculation site-associated sarcomas. Fibrosarcoma is the most common histological type and accounts for 80—
92% of soft tissue sarcomas in cats. The prevalence of non-inoculation site sarcomas in cats is 17 in 100,000, while
the prevalence of inoculation site sarcomas is estimated to be between 1 in 1,000 and 1 in 10,000 vaccinated cats.
The present study aimed to compare the information present in the available literature in relation to the
morphological characteristics, biological behavior, pathogenesis, diagnosis, and treatment of both inoculation site-
associated and non-associated sarcomas in cats. A more complete understanding of these neoplasms and their
differences is essential to deepen the understanding of their genesis and progression. A better understanding could
lead to the development of more effective intervention strategies that improve the quality of life and survival of cats
affected by these sarcomas.
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INTRODUCTION

Soft tissue sarcomas are malignant neoplasms that originate from mesenchymal cells. These tumors can arise from
various anatomical sites and have different cellular origins (Dernell et al., 1998; Dobromylskyj et al., 2021;
Dobromylskyj, 2022). However, since their histological characteristics and biological behavior are similar, both groups
of sarcomas are studied together (Soto et al., 2024).

Soft tissue sarcomas include the following tumors: Fibrosarcomas, myxosarcomas, peripheral nerve sheath tumors,
perivascular wall tumors, undifferentiated sarcomas, pleomorphic sarcomas, and liposarcomas (Dobromylskyj et al.,
2021; Zajc et al., 2022). Soft tissue sarcomas present an expansile or infiltrative growth pattern (Dobromylskyj et al.,
2021; Ludwig et al., 2022). They are usually pseudoencapsulated with poorly defined histological margins, and their
recurrence rate after surgical excision can vary from low to moderate, and even high in some cases (Zajc et al., 2022).
Soft tissue sarcomas represent 7%—9% of malignant tumors of the skin and subcutaneous tissue in cats (Dobromylskyj et
al., 2021).

Among the sarcomas that affect cats, there is a specific group of tumors known as injection site-associated sarcomas
(ISS) (Kliczkowska et al., 2015). Sarcomas associated with inoculation sites were first described in the early 1990s in the
United States, specifically in Pennsylvania. At that time, an increase in the incidence of sarcomas in cats at the sites used
for vaccine-inoculation was noted, coinciding with the implementation of mandatory rabies vaccination protocols
(Hendrick et al., 1992). Years later, the diagnosis of ISS has expanded worldwide, in countries such as Australia, the
United Kingdom, and Italy (Carminato et al., 2011; Dean et al., 2012; Saba, 2017).

Sarcomas that are not located at anatomical sites routinely used for the inoculation of substances are considered in
this review as non-injection site-associated sarcomas (NISS). Although it is difficult to differentiate these two groups of
tumors, 1SS has some distinctive characteristics. Sarcomas associated with inoculation sites in cats occur in younger
animals (mean age 8 years) than NISSs (mean age 11 years). Unlike ISSs and NISSs, feline sarcoma virus (FeSV)-
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induced fibrosarcoma occurs in very young animals, with an average age of 3 years, or even a few months. These tumors
are usually multicentric, can metastasize, and their clinical progression is rapid (Hendrick et al., 1992; Dobromylskyj,
2022). 1SSs are more aggressive and have a higher recurrence rate than NISSs (Deim et al., 2008; Lohr et al., 2021; Zajc
et al., 2022). None of these tumors shows sexual or racial predilection (Hendrick et al., 1994; Dobromylskyj et al., 2021).

Fibrosarcoma is the most common of both types of sarcomas in cats (ISS and NISS), accounting for 80-92% of
cases. Fibrosarcoma is among the most commonly diagnosed tumors of the skin and soft tissues of domestic cats
(Dobromylskyj, 2022). It is a highly aggressive tumor, with high recurrence and mortality rates (Hendrick et al., 1992;
Wilcock et al., 2012; Dobromylskyj et al., 2021). Other histological types, including undifferentiated pleomorphic
sarcoma (formerly known as malignant fibrous histiocytoma), osteosarcoma, chondrosarcoma, and rhabdomyosarcoma,
can be found less frequently in cats (Wilcock et al., 2012; Avallone et al., 2021).

The aim of the present study was to compare the information present in the available literature in relation to the
morphological characteristics, biological behavior, pathogenesis, diagnosis, and treatment of both inoculation site-
associated and non-associated sarcomas in cats. A more complete understanding of these neoplasms and their differences
is essential to deepen the understanding of their genesis and progression. A better understanding could lead to the
development of more effective intervention strategies that improve the quality of life and survival of cats affected by
these sarcomas.

MATERIALS AND METHODS

This review was conducted on soft tissue sarcomas in felines through an exhaustive search of open-access bibliographic
resources available in recognized scientific databases, such as PubMed, Scopus, Web of Science, Google Scholar, and
SciELO. More than 100 academic articles were analyzed, and 67 were selected, considered the most relevant, for use in
this review. The results of preliminary study conducted by the authors of this article were also incorporated. Article
selection included keywords such as "feline soft tissue sarcomas,” "feline sarcoma," "vaccination-associated feline
sarcoma," and "feline oncology," among others. Articles written in English and Spanish and published within the last 10
years were prioritized; however, 28 articles older than 10 years, considered foundational and essential to understanding
the topic, were also selected. Exclusion criteria included publications that were not peer-reviewed or whose content was
irrelevant to the objectives of this review.

MORPHOLOGICAL ASPECTS

Macroscopically, 1SS can be found as well-defined white and firm masses, usually centrally cavitated and containing
liquid, which may be watery or mucinous (Hendrick et al., 1992; Figure 1). Microscopically, their appearance varies
depending on the degree of anaplasia and the type of sarcoma (Hendrick et al., 1992). Regardless of the latter aspect, 1SS
are characterized by a perivascular lymphocytic infiltrate at the tumor's periphery (Figure 2), the presence of giant cells,
and a prominent myofibroblastic component (Madewell et al., 2001).

Figure 1. Macroscopic view of ISS sampled from a cat. Source: Figure 2. Microscopic view of ISS showing abundant
Santelices et al. (2014). peritumoral lymphocytic infiltrate (arrow). Hematoxylin and Eosin.
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Sarcomas associated with inoculation sites present an increased presence of peripheral inflammatory cell infiltrate,
composed primarily of lymphocytes and macrophages. This infiltration is present in 59% to 100% of ISSs, in contrast to
0% to 33% in NISSs. Furthermore, multinucleated giant cells are present in 30% to 50% of ISSs, while these cells were
only found in 0% to 13% of NISSs (Zajc et al., 2022). Moreover, 1SS exhibits more remarkable pleomorphism (60-64%
compared to 17-36% in NISS), a higher degree of tumor necrosis, and an elevated mitotic index (Zajc et al., 2022).
Particularly, 1SSs share several characteristics with intraocular sarcomas that develop following chronic inflammation or
intraocular trauma, including their aggressiveness and high rates of recurrence and metastasis (Perlmann et al., 2011;
Bastos et al., 2020). Intraocular sarcomas have primarily myofibroblast origin (McPherson et al., 2009).

BIOLOGICAL AND CLINICAL BEHAVIOR

Soft tissue sarcomas, in general, show a growth pattern that varies between expansive and infiltrative (Dobromylsky;j
et al., 2021), and have recurrence rates that can range from low to high following surgical excision (Mauldin, 1997;
Carneiro et al., 2019; Zajc et al., 2022). These tumors can manifest as either superficial, mobile masses or as infiltrative
tumors that invade deeper tissues. Initially, they may remain stable for weeks or months before entering a phase of rapid
growth (Dobromylskyj et al., 2021). Particularly, the anatomical location ISS in cats is commonly found in areas
frequently used for vaccine or other inoculations, such as the interscapular region, lateral thoracic wall, lumbar region,
and the hind limbs (Zajc et al., 2022; Hartmann et al., 2023).

On the other hand, NISS is considered less aggressive than ISS (Zajc et al., 2022). The annual prevalence of NISS in
cats is estimated to be around 17/35 per 100.000 (Mauldin, 1997; Dernell, 1998). For ISS, the prevalence is estimated to
be between 1:1.000 and 1:10.000 in vaccinated cats (Wilcock et al., 2012; Wei and Ramsey et al., 2019). However, the
estimated prevalence is based only on cases referred for histopathological diagnosis, so it could be higher (Wilcock et al.,
2012; Cecco et al., 2019). The true prevalence could be 1:10,000 to 13:10,000 cats vaccinated against rabies (Banerji et
al., 2007). Furthermore, 1SS is a highly invasive tumor with a high risk of recurrence (Hendrick et al., 1994).

Cats with ISS after multiple surgeries, with or without adjuvant therapy, are generally euthanized because the longer
the animal's survival, the higher the frequency of metastases (Wilcock et al., 2012). Metastases can occur in different
anatomical sites such as regional lymph nodes, mediastinum, lungs, among others (Hendrick et al., 1994; Rudmann et
al., 1996; Briscoe et al., 1998). The percentage of metastases in ISS in cats varies between 10% and 28%. In contrast,
NISS rarely develops metastases (Hartmann et al., 2023).

DIAGNOSIS

The preferred method for diagnosing soft tissue sarcomas is excisional biopsy. However, this diagnosis is difficult
due to the inflammation and fibroplasia associated with these tumors (Wilcock et al., 2012). Considering that ISS and
NISS exhibit similar histological features, which makes their differentiation difficult, key differentiating factors include
the anatomical location of the tumor and the presence of peritumoral inflammation (Wilcock et al., 2012).

The diagnosis of ISS relies on the identification of histological characteristics that are most frequently associated
with these sarcomas, such as the presence of the characteristic inflammatory infiltrate, as well as on the tumor's
anatomical location in areas traditionally used for vaccine and other inocula administration. It is important to note that
the histological diagnosis is not specific for ISS, a fact that complicates the ability to differentiate them with certainty
from NISS (Wilcock et al., 2012). Immunohistochemical techniques can be useful in differentiating between different
subtypes of sarcomas (Dobromylskyj, 2022). However, there are currently no specific markers that can differentiate
between ISS and NISS.

PATHOGENESIS

Persistent inflammatory responses at inoculation sites in cats promote tissue repair, which, in certain cases, may lead
to the development of neoplasia (Hendrick et al., 1992; Santelices, 2019). It has been proposed that these tumors arise
from the malignant transformation of reactive fibroblasts located at the periphery of post-vaccination responses.
Malignant transformation of fibroblasts thought to be influenced by the genetic predisposition of the animal (Wilcock et
al., 2012; Hartmann et al., 2023). In ISS, alterations in p53 (Banerji, 2007) were found. Some authors suggest that not
only vaccines contribute to the development of these tumors (MacEwen et al., 2001; Martano et al., 2011;
Zabielska-Koczywss et al., 2017), but that any stimulus capable of generating a persistent local inflammatory response
may be sufficient to induce sarcoma formation in susceptible cats. However, vaccines are considered the inoculations
most frequently associated with their development (MacEwen et al., 2001). Given that ocular sarcomas in cats share
histological characteristics with ISS and occur in cats with a history of previous or persistent trauma (Hendrick et al.,
1994), it could be hypothesized that certain cats have a genetic predisposition to develop neoplasms following
inflammatory or reparative processes (Perlmann et al., 2011). It is possible that genetic factors, in conjunction with the
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inflammatory process, may help to promote the development of these sarcomas (Banerji et al., 2007). In contrast, the
etiopathogenesis of NISS remains unknown (Withrow, 1998; Dillon, 2005).

Malignant transformation of fibroblasts can occur through the activation of certain oncogenes, the inactivation of
tumor suppressor genes, and the action of growth factors that not only promote fibroblast proliferation but also induce
malignant transformation and regulate angiogenesis. Overexpression of these factors has been found in various human
neoplasias and has been linked to carcinogenesis (O’Byrne and Dalgleish, 2001; Hartmann et al.,2023).

The enzyme cyclooxygenase 2 (COX-2) is involved in the production of prostaglandins (PGs) and thromboxanes
(TXs). Overexpression of COX-2 promotes the production of cytokines and PGs, creating an inflammatory environment
that promotes cellular malignancy. Among PGs, PG E2 plays an important role in the pathogenesis of cancerous
processes (Santelices Iglesias, 2019; Hartmann et al., 2023). Furthermore, chronic inflammatory responses can lead to
the generation of free radicals and certain metabolites that induce DNA mutations, thus acting as carcinogens (O'Byrne
and Dalgleish, 2001; Nieto et al., 2003). Recently, a positive correlation has been shown between COX-2 expression and
tumor cell proliferation (Santelices Iglesias, 2019; Santelices Iglesias et al., 2023). Santelices Iglesias (2019)
demonstrated that COX-2 expression is directly proportional to the level of inflammation present in feline ISS. The most
undifferentiated 1SS present lower levels of COX-2 expression (Santelices Iglesias, 2019). Furthermore, COX-2
expression shows a positive correlation with cell proliferation in these feline sarcomas and is associated with increased
vascularization. Interestingly, ISS diagnosed in younger animals tends to express higher levels of COX-2.

Malignant tumor cells secrete a variety of growth factors in large quantities, such as fibroblast growth factor (FGF)
and platelet-derived growth factor (PDGF), which are involved in cell proliferation, migration, and differentiation.
Another factor secreted by malignant tumor cells is vascular endothelial growth factor (VEGF), which promotes
angiogenesis and, consequently, tumor progression. VEGF is also essential for the development of metastasis, as it
provides a route of entry into the bloodstream (Martinez-Ezquerro and Herrera, 2006). Furthermore, the inflammatory
cells that infiltrate these neoplasms secrete different cytokines and proteases, such as metalloproteinases, which also
participate in both invasiveness and angiogenesis and, therefore, in tumor growth and the development of metastasis in
humans (Cao et al., 2008).

Fibroblast growth factors type 1 and type 2 (FGF-1 and FGF-2) promote the expression of oncogenes and
subsequent tumor development (Santelices et al.,2023). Fibroblast growth factor type 2 is closely related to
inflammation, angiogenesis, and the origin of mesenchymal tumors, and its presence has been demonstrated in soft tissue
of ISS using immunohistochemical techniques. Cytokines and prostaglandins induce the release of FGF-2 by tumor cells,
which enhances cell growth and survival, suppresses cell-mediated immune responses, and promotes angiogenesis (Nieto
et al., 2003; Santelices Iglesias et al., 2023). Expression of FGF-2 has also been found in NISS (Santelices Iglesias,
2019; Santelices Iglesias et al., 2023).

Autocrine stimulation of certain growth factor receptors, such as the platelet-derived growth factor receptor
(PDGFR), may be involved in the pathogenesis of these neoplasms. Expression of both platelet growth factor (PDGF)
and its receptor (PDGFR) has been confirmed in ISS and NISS (Santelices Iglesias, 2019). Platelet growth factor was
also found in the lymphocytes found in ISSs, but not in those of NISSs or the lymphocytes of normal lymph nodes.
Therefore, PDGF synthesis by lymphocytes stimulated by the inflammatory reaction in ISSs could play a significant role
in the behavioral differences found between ISSs and NISSs (MacEwen et al., 2001). Furthermore, the expression of
PDGFRa and FGFR-2 has been shown to be directly proportional to cell proliferation in the ISS. In other words, higher
PDGFRa expression means greater proliferation of neoplastic cells in the ISS; the same is true for FGFR-2; increasing
its expression increases the proliferation of neoplastic cells in the ISS. In the case of FGFR-2, a positive correlation was
demonstrated with the degree of anaplasia; therefore, this receptor is expressed to a lesser extent in ISS with a lower
degree of anaplasia (Santelices Iglesias, 2019).

Angiogenesis is the formation of new blood vessels from pre-existing ones. Angiogenesis defines the tumor
microenvironment and is a prerequisite for tumor growth (Hendrick et al., 1992; Martinez-Ezquerro and Herrera, 2006).
It is regulated by several factors, among which vascular endothelial growth factor A (VEGF-A) is considered the most
important (Ghalehbandi et al., 2023). VEGF exerts its effects through two receptors: vascular endothelial growth factor
receptor 1 (FLT-1) or VEGFR-1 and kinase domain receptor (KDR) or VEGFR-2. Binding to KDR is responsible for the
primary effects of VEGF, whereas binding to FLT-1 modulates VEGF signaling by sequestering the ligand (Chung and
Ferrara, 2011). The study on angiogenesis in invasive neoplasms, such as fibrosarcomas, has demonstrated that
significant increases in microvascular density and endothelial area are linked to enhanced angiogenesis, which correlates
with greater malignancy (Patruno et al., 2020). Expression of VEGF and its receptor VEGFR-2 was found in blood
vessels and neoplastic cells in ISS and NISS in cats, suggesting that angiogenesis is stimulated by VEGF synthesized by
tumor cells of both types of sarcomas. The expression of VEGFR-2 in neoplastic cells may suggest an autocrine or
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paracrine mechanism of VEGF-A in these cells (Wright et al., 2024). To date, no previous reports have documented the
expression of these molecules in feline sarcomas.

Sarcomas associated with inoculation sites express COX-2 is part of the inflammatory microenvironment, and the
expression of this enzyme could also be associated with the synthesis and activation of metalloproteinases that promote
invasion and angiogenesis (O'Byrne and Dalgleish, 2001; Martano et al., 2011). Preliminary studies found the expression
of COX-2 in the NISS (Santelices Iglesias, 2019; Wojtkowska et al., 2024). Santelices Iglesias (2019) found the
expression of COX-2 in 50% of the NISS studied, while Wojtkowska et al (2024) found the expression of COX-2 in
37.5% of the NISS.

Matrix metalloproteinases (MMPs) are a family of structurally and functionally related zinc- and calcium-dependent
endopeptidases. They play a key role in the degradation of the extracellular matrix (ECM) and many other biological
processes (Diessler et al., 2017; Frolova et al., 2020). MMPs degrade various protein components of the ECM, such as
collagen, proteoglycans, and fibronectin. Their ability to degrade these protein components makes them essential for
connective tissue remodeling in different developmental processes, including pregnancy, growth, and wound healing
(Bode and Maskos, 2003; Pisamai et al., 2017; Gualdoni et al., 2021). Under normal conditions, their proteolytic activity
is regulated by endogenous protein inhibitors known as tissue inhibitors of metalloproteinases (TIMPs). When the
balance with its inhibitors is altered, changes in pathophysiological processes occur, resulting in various diseases, such as
arthritis, cardiovascular disease, and emphysema. Furthermore, this imbalance promotes the invasiveness of certain
neoplasms and metastasis (Jankowski et al., 2002l; Bode and Maskos, 2003). Given the role that MMPs play in tumor
invasiveness mechanisms, they are considered an important area of study in both human and veterinary medicine. This is
due to their potential prognostic value and their possible application as therapeutic targets in various types of neoplasms,
including sarcomas (Porcellato et al., 2017). Among the MMPs, the MMP-2 and MMP-9 are associated with tumor cell
invasion and migration, and their proteolytic activity can be inhibited by TIMP-2 (Porcellato et al., 2017).

In domestic animals, the expression of metalloproteinases and their tissue inhibitors has been shown to contribute to
invasion and metastasis in mammary tumors. Elevated levels of MMP-2 and MMP-9 have been recorded in mammary
tumors, while TIMP-2 expression has yielded inconsistent results. MMP-2 expression in these neoplasms has been
linked to tumor progression, thus acting as an indicator of tumor cell growth and invasion (Pisamai et al., 2017).

Sorensen et al. (2004) and their research group evaluated the expression of metalloproteinases using reverse
transcriptase polymerase chain reaction (RT-PCR) on fresh biopsy samples from ISS, NISS, and carcinomas in cats.
Their findings were inconclusive due to several factors, including the small and heterogeneous sample size, as well as
technical limitations, such as the inability to clone MMP-9 using RT-PCR. However, Sorensen et al. (2004) did not find
significant differences in the expression of MMPs and TIMPs—specifically MMP-1, MMP-2, MMP-3, MMP-10, MMP-
13, MMP-16, TIMP-1, TIMP-2, and TIMP-3—between ISS and NISS. As a result, Sorensen et al (2004) emphasizes the
importance of further studies on the expression of metalloproteinases in neoplasms of domestic cats.

Wojtkowska et al. (2024) evaluated the immunohistochemical expression of MMP-2 and MMP-9 in both ISS and
NISS cats, without finding significant differences between the two groups for the expression of MMP-2. The evaluation
of the immunohistochemical expression of MMP-9 was higher in ISS than in NISS. On the other hand, Wright et al.
(2023) evaluated the immunohistochemical expression of MMP-2, MMP-9, and their inhibitors, TIMP-1 and TIMP-2, in
ISS as in NISS. Despite being preliminary results, the data showed significant differences between both groups of
sarcomas in the expression of MMP-9, which was higher in NISS. Furthermore, in both ISS and NISS, the expression of
MMP-9 and TIMP-1 was higher than that of MMP-2 and TIMP-2. Additional studies with larger sample sizes are needed
to confirm these findings. Furthermore, it is important to further study the association between the expression of MMPs
and their TIMPs with the invasiveness and progression of ISS and NISS in cats. This would improve the understanding
of the role that these molecules play in the biological behavior of these tumors (Wright et al., 2023).

TREATMENT

The treatment of soft tissue ISS in cats typically involves aggressive surgery with wide margins, often accompanied
by adjunct therapies such as radiotherapy, chemotherapy, or immunotherapy, depending on the patient's clinical status.
Radical surgery, with wide margins, can improve both the tumor-free interval and the patient's survival. For aggressive
radical surgery, it is recommended to include peripheral margins of 3 to 5 cm around the tumor, along with two deep
fascial planes, which increases the likelihood of complete tumor removal and reduces the risk of recurrence (Zabielska-
Koczywas et al., 2017; Hsueh et al., 2019). In addition, some preliminary studies suggest that combining
immunostimulants with radiotherapy may help extend the tumor-free interval, thus improving the long-term prognosis of
cats affected by these tumors; however, radiotherapy has certain undesirable effects, such as bone necrosis and radiation-
induced tumors (Rossi et al.,2019). The recurrence rate after surgery without adjuvant therapies is around 62%
(Hendrick, 1999).
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Management guidelines and treatment recommendations for soft tissue 1SS are well established in cats (Zajc et al.,
2022). However, for NISS in cats, there is currently no standardized therapeutic protocol. For this reason, those used in
dogs are adopted as a model. In dogs, treatment depends on the animal's condition, as well as the size and location of the
tumor, histological characteristics, histological grade, and the condition of the surgical margins. The treatment of choice
is wide surgical resection combined with radiotherapy, especially when complete tumor resection is not possible (Zajc et
al., 2022).

The authors' results of this study suggest that the degree of inflammation present in the ISS would predict COX-2
expression. The higher the degree of inflammation, the higher the COX-2 expression and, therefore, the greater the
susceptibility to COX-2 inhibitor therapies. This characteristic of the 1SS would provide veterinary oncologists with a
simple and inexpensive tool to estimate susceptibility to COX-2 inhibitor treatments in each particular case, since the
degree of inflammation is established by routine processing of biopsies sent for diagnosis. On the other hand, highly
undifferentiated tumors show reduced expression of the enzyme, which could make them less susceptible to COX-2
inhibitor therapies. These findings could be valuable for the design of treatment protocols that incorporate COX-2
inhibitors for ISS (Santelices et al, 2018). Therapies that use these inhibitors yielded favorable results in human and
veterinary oncology (Wen et al, 2020; Wang et al., 2021; Kolawole and Kashfi, 2022; Maekawa et al, 2022; Musa et al,
2022). In various canine tumors, such as inflammatory mammary carcinomas and nasal carcinomas, treatment with
COX-2 inhibitors has been beneficial (Alonso-Miguel et al., 2021; Pauly et al., 2024). The effectiveness of robenacoxib,
a highly selective COX-2 inhibitor, was evaluated in vitro using cell lines derived from ISS, and it successfully reduced
cell viability in these lines. Although susceptibility to this drug varied among different cell lines, the results indicate that
COX-2 inhibitors could serve as a valuable adjuvant therapy against ISS (Lu et al., 2023).

Given the association between COX-2 expression, vascularization, and cellular proliferation in ISS, therapies with
their inhibitors could provide antiangiogenic and antiproliferative effects when used with low toxicity drugs, such as
robenacoxib, which has been tested in vitro. Robenacoxib has been shown to inhibit viability, migration, and colony
formation in 1SS-derived cell cultures (Lu et al., 2023). Furthermore, the expression of PDGF and FGF receptors, both in
ISS and NISS, makes them an interesting therapeutic target. The use of tyrosine kinase inhibitors could inhibit the
proliferative capacity of these neoplasms (Santelices, 2019). In this sense, tyrosine Kinase inhibitors play a fundamental
role in the treatment of human and canine neoplasms. However, its role in feline oncology is still under discussion. In
cats, the most effective tyrosine kinase inhibitor as an antineoplastic agent appears to be toceranib phosphate (Zagar and
Schmidt, 2023).

As a future perspective, it is essential to evaluate the therapeutic value of protocols that include COX-2, PDGFRa,
and FGFR-2 inhibitors for both ISS and NISS. The degree of anaplasia and inflammation could be useful as indicators of
the susceptibility of ISS to treatment with COX-2 inhibitors. The degree of anaplasia could also predict susceptibility to
treatment with PDGFRa and FGFR-2 inhibitors. Currently, there are no studies that have evaluated the existence of a
statistical association between the degree of anaplasia and inflammation and the expression of COX-2, PDGFRa, and
FGFR-2 in NISS (Santelices et al., 2018; 2023).

Although the treatment choice in these cases, as previously mentioned, is surgery with wide margins, protocols that
incorporate COX-2 inhibitors and tyrosine kinase inhibitors may help to reduce tumor size before surgery, extend
survival in unresectable tumors, and prolong the interval between recurrences when radical surgery is not feasible
(Santelices Iglesias, 2019).

CONCLUSION

Improving the understanding of ISS and NISS, particularly their differences, is critical to better understanding their
genesis and progression. This would increase the potential for new interventions that improve the quality of life and
survival of animal patients suffering from these conditions. However, an analysis of the existing references on the SSI
shows that there are still major gaps in knowledge about the genetic and epigenetic bases that determine why this
neoplasia develops in cats and not in other species. Further studies are needed to gain a deeper understanding of the
molecular basis of SSI pathogenesis.
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