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ABSTRACT

A malignant tumor that develops in the kidney parenchyma
is called renal cell carcinoma. Sunitinib has long been
the cornerstone of medical care for metastatic renal cell
carcinoma.

This case report details the development of encephalic
leukocytoclasticvasculitisin a66-year-old lady with metastatic
clear cell renal cancer who was treated with sunitinib for two
years.likely as a result of a paraneoplastic iliness.
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INTRODUCTION

Clear cell renal cell carcinoma (ccRCC) is the most common
histological type of renal malignancy, accounting for about
75-80% of cases of renal cell carcinoma (RCC), a malignant
tumor that arises in the kidney parenchyma [1].instances
[2]. In Western nations, RCC is currently the seventh most
prevalent cancer type in men and the tenth in women. About
25-30% of patients had metastatic disease at the time of
diagnosis.

Based on clinical, biochemical, and pathological
characteristics, prognostic ratings determine the course of

treatment and prognosis for metastatic RCC [4]. Interferon

alfa (IFN a) and interleukin 2 (IL2) [5]; as a result, anti-
angiogenic medicines and mTOR inhibitors [6] were found to
be more efficacious types of medications.

Immunocheckpoint inhibitors (ICls) have been employed
in metastatic RCC (mRCC) in recent years; immune-based
significantly changed the therapy
algorithm for this cancer. Initially, ICls were used as second-

combinations have
line treatment, and then as front-line choices.

Sunitinib is an oral multi-target tyrosine kinase inhibitor (TKI)
that inhibits the receptors for platelet-derived growth factor
(PDGF) and vascular endothelial growth factor (VEGF) to
produce an antiangiogenic effect. For many years, sunitinib
has been one of the first-line treatments for metastatic renal
cell cancer (mRCC) [8]. Similar to other multi-kinase cases
Inhibitors of subungual splinter hemorrhages, genital rash,
hand-foot syndrome, periorbital edema, hair depigmentation,
skin discoloration, and skin problems are just a few of the grade
1 to 4 side effects linked to sunitinib [9]. Seldom have reports
of other manifestations, such vasculitis, been made about
people on sunitinib About 10-40% of individuals with mRCC
have been reported to develop paraneoplastic syndromes,
which are linked to the synthesis of certain chemicals by tumor
cells or by the immune system'’s reaction to the tumor [12]. We
report a case of encephalic vasculitis in this article.

patient receiving sunitinib as first-line therapy for metastatic
colorectal cancer.

CASES AND METHODS

The 66-year-old patient had a left nephrectomy in January
2015 due to localized colorectal cancer (ccRCC) without distant
metastases. Following up in September 2017, a computed
tomography (CT) scan revealed adrenal metastases; as a
result, sunitinib 50 mg daily on As first-line therapy, a 4
week on/2 week off plan was instituted. The patient received
this treatment and experienced a partial response without
significant toxicities.

Two years after the commencement of treatment, a complete
body CT scan revealed the emergence of a hypodense two-
centimeter region in the left rolandic area. Because the type
of the lesion was unclear, brain magnetic resonance imaging
(MRI) was carried out; the radiological data revealed that
the lesion was most likely vasculitic (Figure 1). In particular,
the patient did not exhibit any neurological signs and was
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asymptomatic.

Anti-neutrophil cytoplasmic antibodies (ANCAs) in the blood
were assessed to rule out the possibility that vasculitis could
be linked to a paraneoplastic disease. These results were
negative, which supported the theory that a paraneoplastic
syndrome could be the cause of the vasculitis.

After stopping sunitinib therapy, the patient began steroid
therapy.

A second brain MRI showed a little decrease in the identified
brain lesion, most likely as a result of the steroid therapy
(Figure 2). The patient maintained the treatment after a
whole body CT scan revealed the consistency of earlier
findings in the other metastatic sites.cessation of sunitinib
for two months, followed by a scheduled evaluation for
tumor imaging.

DISCUSSION

Leukocytoclastic vasculitis (LCV) is a type of small vessel
vasculitis characterized by a neutrophil-based inflammatory
infiltrate. Hypersensitivity to a suspected medication and
immune complex deposition are linked to the development
of LCV. LCVis an uncommon side effect of anticancer therapy
that may be linked to chronic medications, paraneoplastic
disease, and infection. It is crucial to ascertain whether the
vasculitis is connected to the current therapy when LCV is
detected during cancer treatmentin order to decide whether
to proceed with it safely.

One theory is that the creation of immune complexes inside
blood vessel walls, which results in the aberrant generation
of antibodies and tumor neoantigens, is what causes the
paraneoplastic syndrome.

A possible explanation could be the connection between
vasculitis and a certain medication.

While the exact process underlying drug-induced LCV
development is yet unknown, one possibility is that the
medication becomes an immunogenic product when it is
converted by active neutrophils, which then triggers immune
cells to create ANCAs. The prevalence of multispecific ANCAs
in drug-induced LCV can be explained by this mechanism.
Interestingly,
following a medication dosage increase or a reintroduction
of the suspicious substance.

In the literature, very few cases of TKl-associated vasculitis
have been reported [14-16].

There have been documented cases of LCV associated

vasculitis can occasionally also happen

with the use of TKIs targeting the epidermal growth factor
receptor (EGFR) and one case associated with the use of TKIs
targeting anaplastic lymphoma kinase (ALK).in the scholarly
works [17].

There has only been one reported instance of vasculitis after
taking sunitinib. After receiving sunitinib therapy for three

years, the patient in this instance had LCV; prednisone was
administered, and the patient's symptoms were completely
resolved.

CONCLUSIONS

We describe a case of encephalic leukocytoclastic vasculitis in
this report, which is most likely connected to a paraneoplastic
disease. In most cases, purpuric rash encompassing many
cutaneous sites is the initial sign of leukocytoclastic vasculitis;
however, in our instance, given the absence of The biopsy
was delayed because of skin lesions and the location of the
metastatic site; instead, the diagnosis was made based on
clinical indicators. Notably, it is crucial to take into account
the potential association between sunitinib therapy and
the beginning of drug-related LCV, which may necessitate
stopping the oncologic disease’s active treatment. Ultimately,
in order to inform decision-making, it is crucial to distinguish
between drug-related LCV and paraneoplastic syndromes or
disease progression.
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