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A CASE OF LATE ONSET NIVOLUMAB-INDUCED INTERSTITIAL
NEPHRITIS IN A PATIENT WITH METASTATIC RENAL CELL CARCINOMA
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A 43-year-old man underwent nephrectomy for right renal cell carcinoma (cT3aNOM1 (PUL), clear cell
carcinoma). Thereafter, he was treated with sunitinib for lung metastases as the first-line therapy for three
months. Because lung metastases progressed and new bone metastases appeared, nivolumab was started for
the second-line treatment. Although the cancer progression was suppressed by multidisciplinary treatment
combined with systemic immunotherapy and local radiation therapy, he developed severe acute kidney injury
with cortical swelling after eighteen months of nivolumab treatment. A diagnosis of acute interstitial
nephritis  induced by nivolumab was made based on biopsy findings. Treatment with prednisolone (1.0
mg/kg daily) led to a rapid improvement in renal function. We must consider the possibility of immune-
related adverse events, especially nivolumab-induced acute kidney injury, even after long-term treatment.

(Hinyokika Kiyo 63: 157-161, 2019 DOI: 10.14989/ActaUrolJap_65_5_157)
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Fig. 1. Enhanced contrast CT-scan showed an 8 cm
mass in the right kidney (A), and lung
metastases (B).
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11.2 mg/dl
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Fig. 2. Clinical course of renal cell carcinoma and creatinine changes before nephritis
(A), and after nephritis (B).
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Fig. 3. Histopathological findings of kidney biopsy

revealed the infiltration of lymphocytes, THoHA Y T7)FI~TH, JFETIETY REHHRO
eosinophils and neutrophils in the interstitial DNA &1 % 33 2 (s Eo I a7 £ /) — L

space and flattening of the tubular epithe-
lium.
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Table 1. Management of renal toxicity (Based on CTCAE v 4.0 grade)

Grade Serum creatinine

Immunotherapy

Treatment

Grade 1 Base line X 1.0-1.5, ULN X 1.0-1.5  Continue

Monitor creatinine
If creatinine worsens, treat as grade 2, 3 or 4

Grade 2 Base line X 1.5-3.0, ULN X 1.5-3.0  Withhold therapy and resume if
symptoms arc mild severity (=

Grade 3 Base line X 3.0=, ULN %X 3.0-6.0 rade 1)

Administer methylprednisolone 0. 5-1. 0 mg/kg/day
IV or equivalent. Taper over 1 month

Grade 4 ULNX6.0=

Permanently discontinue

Administer methylprednisolone 0. 5-1. 0 mg/kg/day
IV or equivalent. Taper over 1 month

ULN : upper limit of normal.

Fig. 4. Acute kidney injury associated with immune
checkpoint inhibitors in the studies reviewed.
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