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A woman in her 50s had recurrent renal cell carcinoma six years after nephrectomy. The patient was treated with
nivolumab plus ipilimumab therapy starting in May 2022. She was rushed to hospital due to melena and severe
anemia in September 2022. CT showed massive leakage of contrast medium into the gastrointestinal tract and
mild enlargement of the metastatic tumors. Nivolumab was discontinued and she was started on cabozantinib as
second-line therapy. After cabozantinib therapy, the anemia subsided. The metastatic tumors have shrunk

significantly, with no further recurrence being observed as of September 2023.

1. Introduction

VEGF inhibiting TKIs have significantly improved outcomes for pa-
tients with advanced RCC. However, these agents, besides the known
progression-free survival benefits, are associated with a risk of poten-
tially life-threatening and contrasting toxicities of thrombosis and
bleeding.' The safety of TKIs for the treatment of advanced RCC patients
with bleeding is unknown. We encountered a case of cabozantinib
therapy leading to complete remission for massive intra-intestinal
bleeding and worsening metastatic sites following nivolumab and ipi-
limumab therapy.

2. Case presentation

A woman in her 50s underwent laparoscopic right nephrectomy in
October 2016, and pathological findings were clear cell renal cell car-
cinoma, G1 and G2, Fuhrman grade 2, pT3aNOMO. The patient was
under surveillance at 3-month intervals for the first two years and at 6-
month intervals thereafter using CT and whole-body Magnetic Reso-
nance Imaging. In April 2022, follow-up CT revealed multiple mass le-
sions of the abdominal wall and multiple pelvic lymph nodes, and
findings suggestive of peritoneal dissemination (Fig. 1). She was also

pointed out as having severe anemia (Hb 6.0g/dl). The biopsy result of
the recurrent tumor was similar to the pathology at the time of ne-
phrectomy (Fig. 2). Her clinical status was intermediate risk (Hemo-
globin < lower limit of normal; Platelets > upper limit of normal) based
on the International Metastatic RCC Database Consortium (IMDC) Risk
Model for Metastatic RCC. Considering her age and benefits regarding
long-term survival based on a reported clinical trial, the patient was
treated with nivolumab plus ipilimumab therapy starting in May 2022.>
She improved in anemia temporarily (Hb 9.3g/dl). Even after starting
treatment, her anemia worsened (Hb 7.3g/dl), and she received
repeated blood transfusions as necessary. The patient was rushed to
hospital due to melena and severe anemia (Hb 6.1g/dl) in September
2022. CT showed massive leakage of contrast medium into the gastro-
intestinal tract and mild enlargement of the metastatic tumors (Fig. 3).
Nivolumab treatment was discontinued after eight doses. Although the
patient showed severe anemia and leakage of contrast medium into the
gastrointestinal tract, cabozantinib (40 mg/day) was started as
second-line therapy after she gave informed consent regarding the risk
of life-threatening bleeding. After starting cabozantinib therapy, the
anemia subsided, and blood transfusions were no longer required. CT
showed that the metastatic lesions were reduced and leakage of contrast
medium into the gastrointestinal tract disappeared in October 2022
(Fig. 3). As severe diarrhea continued in October 2022, the dose of
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Abbreviations

VEGF Vascular endothelial growth factor
TKIs kinase inhibitors

RCC renal cell carcinoma

CT computed tomography

Fig. 1. CT at recurrence shows a contrast medium-enhanced mass lesion on the
abdominal wall. (arrow).
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cabozantinib was reduced to 20 mg and continued. The metastatic tu-
mors have shrunk significantly, with no further recurrence being
observed as of September 2023.

3. Discussion

Treatments for advanced RCC mainly involve immune-checkpoint
inhibitors and VEGF inhibiting TKIs, such as cabozantinib.®> Over the
past few years, the treatment landscape for patients with advanced RCC
has been revolutionized. Combination therapy relying on
immune-checkpoint inhibitors has become the standard of care. How-
ever, optimal second-line treatment approaches remain to be defined.’
One potential treatment approach is the use of cabozantinib, a
multi-target TKI originally approved as second-line treatment after
first-line target therapy.” The present patient, considering her age and
benefits regarding long-term survival based on a reported clinical trial,
was treated with nivolumab plus ipilimumab therapy.’

VEGF inhibiting TKIs may be associated with an increased risk of
bleeding incidence.! However, their safety for the treatment of
advanced RCC patients with bleeding is unknown. Interventions for
bleeding events may include palliative radiation, embolization, or sur-
gery. The present patient had severe intra-intestinal bleeding and severe
anemia, but achieved hemodynamic stability. Therefore, we judged that
interventions for bleeding were not necessary and cabozantinib was
started as second-line therapy. In the present patient, after cabozantinib
therapy, the anemia subsided, and blood transfusions were no longer
required. The antitumor effect of cabozantinib overcame the bleeding
tendency, and the tumor size was reduced without exacerbation of
bleeding. If the present patient had been treated with nivolumab plus
cabozantinib therapy as first-line therapy, she may have achieved
remission without bleeding.” If there were effective markers for select-
ing first-line treatment for advanced RCC, it may be possible to provide
more effective treatment for advanced RCC patients.

Fig. 2. Pathological findings.

Pathological findings of the recurrent tumor are renal clear cell carcinoma, G1 and G2, similar to the pathology at the time of nephrectomy: renal clear cell car-
cinoma, G1 and G2, Fuhrman grade 2. a: hematoxylin-eosin staining of the nephrectomy specimen, b: hematoxylin-eosin staining of the recurrent tumor, c: recurrent

tumor positive for CD10, d: recurrent tumor positive for vimentin.
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Fig. 3. a. CT at emergent hospital admission shows massive leakage of contrast medium into the gastrointestinal tract in September 2022. (arrow) b. CT shows mild
enlargement of the metastatic tumors in September 2022. (arrow) c. CT shows the reduced metastatic lesion of the abdominal wall in October 2022. (arrow).

4. Conclusion

VEGF inhibiting TKIs may be associated with an increased risk of
bleeding incidence; however, cabozantinib therapy was started as
second-line therapy in the present patient. Cabozantinib therapy was
very effective. Following cabozantinib therapy the anemia did not
progress, and the tumor shrank significantly. Effective markers for
selecting first-line treatment for advanced RCC may make it possible to
provide more effective treatment for advanced RCC patients.
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