Journal of Oncological Sciences

J Oncol Sci. 2023;9(2):117-20

I CASE REPORT

Management of Nasal Lobular Capillary Hemangioma with Sunitinib
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ABSTRACT Lobular capillary hemangioma (LCH) or pyogenic granuloma is a rare benign lesion originating from the nasal cavity. We pre-
sent a case of nasal LCH successfully palliated with sunitinib. A 65-year-old male patient was hospitalized because of swelling and hyper-
emia in the periorbital region for 3 months. A month before admission, episodic epistaxis occurred. Magnetic resonance imaging showed a
35x62x63-mm solid mass filling the right half of the nasal cavity. The biopsy showed LCH, and the patient was diagnosed with metastatic
renal cell carcinoma (RCC). The tumor board discussed a strategy that can primarily treat metastatic RCC and symptomatic palliation of
LCH. Moreover, sunitinib treatment provided palliation of symptoms related to nasal LCH. He reported that swelling, pain, and epistaxis dis-

appeared during the treatment.
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Renal cell carcinoma (RCC) is the most com-
mon malignancy of the kidney and highly vascular
neoplasia that is provided by the vascular endothelial
growth factor (VEGF) pathway.! Approximately 30%
of patients present with advanced or metastatic dis-
ease, and systemic therapies are the mainstay treat-
ment strategy in these scenarios. The most effective
first-line options are anti-VEGF, immune checkpoint
inhibitors, and their combinations. Sunitinib, pa-
zopanib, lenvatinib, cabozantinib, and axitinib have
been tested as first-line treatment either as monother-
apy or in combination with pembrolizumab or
nivolumab.? Additionally, these drugs are actively
used and have changed the current practice owing to
better overall survival rates.

Lobular capillary hemangioma (LCH) or pyo-
genic granuloma is a benign lesion resulting from the
vascular proliferation of endothelial cells. It is char-
acterized by limited capillary vessels acquiring a lob-
ular structure. Similar to hemangiomas, positive

angiogenesis regulators are present, and VEGF-A
signaling is crucial to their development.’ However,
the etiology is unknown.* It has a female predomi-
nance. LCH generally affects the mucous membranes
of the skin and oral cavity, and the nasal cavity can
also be affected. Nasal cavity LCH mostly originates
from the nasal septum, nasal vestibule, and inferior
turbinate. Generally, the lesions range between 1 and
8 cm. Patients generally present with epistaxis, nasal
obstructive symptoms, and rhinorrhea, and imaging
and histopathological evaluation confirm the diagno-
sis.>® Moreover, the main treatment of LCH is surgi-
cal resection, classical local excision, or endoscopic
excisional surgery. For unresectable diseases,
cryotherapy, laser ablation, intralesional or systemic
corticosteroids, and interferon are recommended as
alternative treatment methods.”® The use of anti-
VEGF agents could be effective due to the high
VEGF expression of LCH. For example, beva-
cizumab is effective when used intralesionally.”!° The
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efficacy of systemic anti-VEGF drugs has not been
tested in treating LCH. Here, we present a case of
nasal LCH successfully palliated with sunitinib.

"An informed consent was provided to share the
clinical data and the images of the patient." should be
added.

I CASE REPORT

A 65-year-old male patient was hospitalized because
of swelling and hyperemia in the periorbital region
for 3 months. Episodic epistaxis also occurred a
month prior. His hypertension is well-controlled
using 2 anti-hypertensive drugs. Physical examina-
tion revealed a soft tissue mass at the upper supero-
medial of the right eye, which occluded the right
nasal cavity. On maxillofacial imaging with contrast-
enhanced magnetic resonance imaging, the lobule-
contoured solid mass measuring 35%62x63 mm in the
widest part filled the right half of the nasal cavity,
which extended to the superior, middle, and inferior
meatus. In the staging work-up for the differential di-

agnosis of malignancy, computerized tomography re-
vealed multiple metastatic lesions in both lungs and
a heterogeneous mass of 98x90 mm originating from
the right renal cortex. The incisional biopsy of the
nasal mass showed vascular neoplasia with positive
staining with CD31, CD34, and actin in immunohis-
tochemistry. Ki-67 proliferation activity was 15%-
20%, and the diagnosis of LCH was confirmed
(Figure 1).

Because of the metastatic lesion and large soli-
tary renal mass, renal biopsy was performed, which
showed RCC. The management of metastatic RCC
and unresectable LCH was discussed in the head and
neck tumor board. Subsequently, a strategy to prima-
rily treat RCC and symptomatic treatment of LCH
was planned. Sunitinib at 50 mg daily (2 weeks on/1
week off) was started for metastatic RCC. In the 3-
month follow-up, partial regression was observed in
the primary and metastatic disease. The patient re-
ported palliation of the symptoms related to nasal
LCH (Figure 2A/B). Additionally, swelling and dis-

FIGURE 1: Capillaries with a lobular structure under the respirator epithelium (4x) (1A), CD34 (positive for endothelial cells)-organized capillaries around the feeder ves-
sel (10x) (1B), smooth muscle actin positive in the pericytic cell population (10x) (1C), edematous and fibromyxoid stroma (10x) (1D), CD31 (positive for endothelial cells)
(x10) (1E), some of the capillaries have no compressible and identifiable lumen (20x) (1F), areas of necrosis and hemorrhage (x20) (1G), endothelial cells | uniform struc-

ture, without pleomorphism (x40) (1H), ki67 15% (x20) (11).
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2: The frontal (2A) and lateral aspect (2B) of the patient demonstrating
the periorbital swelling on the right eye. The symptomatic and clinical improvement
of the lobular capillary hemangioma (2C-2D).

FIGURE

coloration of the right upper eye regressed, as well as
the disappearance of swelling, pain, and epistaxis
during treatment (Figure 2C/D). However, symptoms
recurred during the 1-week pauses. Symptom fluctu-
ations on the on/off days continued until the clinical
visit. A stable lesion in the nasal cavity was observed
in the imaging during the second month of treatment.
Thus, sunitinib was continued for 10 months until
progression. Furthermore, nivolumab 3 mg/kg was
initiated as second-line treatment. However, the
symptoms of LCH exacerbated during the second
cycle of nivolumab, and the patient was re-challenged
with sunitinib 25 mg daily continuously. Conse-
quently, LCH symptoms disappeared. He had Grade
II malaise, Grade II nausea, and skin toxicity without
any Grade III/IV toxicity. The patient was treated
with sunitinib and nivolumab for 6 months without
progression. Moreover, LCH symptoms did not
recur.

I DISCUSSION

The efficacy of anti-VEGF drugs in treating RCC has
been well-established in the last decade. However,
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data regarding their impact on benign lesions are lim-
ited. Hemangiomas are a group of benign tumors
wherein VEGF-A is essential for hemangiomagene-
sis and its maintenance.’ Here, we documented the
clinical improvement and symptomatic relief of nasal
LCH in a patient with metastatic RCC treated with
sunitinib. In the literature, bevacizumab also showed
similar effective symptomatic improvement. Beva-
cizumab is a humanized monoclonal antibody that
binds VEGF-A, an important signaling molecule
promoting angiogenesis. Kinzinger et al. reported a
case of sinonasal hemangioma treated with intrale-
sional bevacizumab, which provided both complete
symptomatic relief and decreased tumor size.’ In ad-
dition, Bouzouba et al. showed the impact of in-
tralesional bevacizumab in childhood palpebral
hemangioma.'’

Sunitinib malate is a tyrosine kinase inhibitor
(TKI), which blocks VEGFR-1/2, platelet-derived
growth factor receptors, FMS-like tyrosine kinase I1I,
and receptor tyrosine kinase C-KIT.!! In-vivo studies
reported reduced endothelial cell growth through ac-
cumulation in the sub-G1 phase and decreased he-
mangioma cell migration. The study suggested that
sunitinib could be used in treating hemangiomas. '
However, no data are available regarding anti-VEGF
TKIs in hemangioma treatment. Our experience is
unique because sunitinib showed efficacy in the pal-
liative management of LCH. Although all of immune
checkpoint inhibitor plus TKI combination studies
have been conducted with TKIs other than sunitinib,
we continued using sunitinib because it resulted in
symptomatic improvement. In addition, the patient
was treated with sunitinib 25 mg due to toxicity con-
cerns. However, low-dose sunitinib provided effec-
tive palliation without Grade III-1V toxicity.

LCH is a rare entity originating from the nasal
cavity. Our case provided important clues on the use
of sunitinib for the palliative management of LCH.
Therefore, this incidental finding could provide a new
perspective on the treatment of surgical or medical
inoperable LCH cases.
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