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Nivolumab was approved as a new agent for advanced renal cell carcinoma (RCC) in Japan on
September 2016. Nivolumab is an immune checkpoint inhibitor that activates the cytotoxic immune
response and has exerted antitumor effects in a mechanism different from other available molecular targeted
agents. Therefore, its response pattern, efficacy and adverse events are different from those of the molecular
targeted agents for RCC. Here, we report our nitial clinical experience with nivolumab. From December
2016 to September 2017, we applied nivolumab to 7 patients with metastatic RCC. The most common
metastatic site was the lungs, followed by lymph nodes, bones and brain.  According to the immune-related
response criteria, the efficacy was stable disease in 2 patients and progressive disease in 5 patients. In 5 cases
with multiple metastases, responses differed with the site of metastasis. The response was best in lung
metastasis and worst in brain metastasis. Six cases had minor adverse events. In two cases, we
discontinued administration of nivolumab temporarily. The patients recovered completely and we

considered nivolumab effective and safe for treatment of metastatic RCC.
(Hinyokika Kiyo 64 : 383-389, 2018 DOI: 10.14989/ActaUrolJap_64_10_383)
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Patient characteristics of metastatic renal cell carcinoma treated by nivolumab

Table 1.
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a) Interval from diagnosis to metastasis, b) International Metastatic Renal Cell Caarcinoma Database Consortium (IMDC) risk classification'”, F; favorable risk, I ; intermediate risk, P; poor risk, ¢) the number of prior

systemic therapy before nivolumab was started, T : the cases in which immunotherapy using IFNa was applied, d) time from first systemic therapy to nivolumab, {period of immunotherapy/period of molecularly

‘con” means continuation of nivolumab and “dis” means discontinuation/

targeted therapy}, e) the number of courses of nivolumab, f) outcome includes the continuation of nivolumab therapy and the mortality.

“AWD" means alive with disease and “DOD” means died of disease.
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Table 2. The sites of metastases of renal cell carci-
noma and the efficacy of nivolumab

Case Lung LN Bone Brain Other*

1 CR PR® PR ® PD PD
2 SD — — PD PD
3 PD PD PD PD PD
4 PR PD — PD SD
5 SD — — — —
6 SD PD SD — —
7 — — — — D’

CR: complete response, PR: partial response, SD: stable
disease, PD : progressive disease, LN : lymph node.  § : the
lesions were treated with nivolumab and radiation. T :
pseudo progression (the lesion shrunk in size after the lesion
had progressed once.). *: other metastatic lesions included
liver, skin, adrenal and pleura.
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Fig. 1. Chest CT of patient #1 and #4. a) Patient #1 : before nivolumab was started, b) Patient #1 : lung metastases
were reduced in size after 2 courses of nivolumab, c) Patient #1 at the presentation of brain metastasis after 7
courses, d) Patient #4 : before nivolumab was started, ¢) Patient #4 : lung metastases were reduced in size after 6
courses of nivolumab, f) Patient #4 : brain metastasis appeared after 9 courses of nivolumab.
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Fig. 2. Abdominal CT: a) right adrenal metastasis (arrow) before nivolumab was started, b) pseudo progression of
adrenal metastasis after 2 courses of nivolumab, c) shrinkage of right adrenal metastasis after 7 courses of
nivolumab.

Fig. 3. CT of #1 patient. a) C'T before nivolumab was started shows right clavicle metastasis (arrow), b) CT after 3
courses of nivolumab shows progression of right clavicle metastases, in contrast to shrinkage of lung metastases
(Fig. la-c).
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Fig. 4.

a) Radiotherapy targeted right ilium and thighbone, b) and d) C'T before the radiation shows right ilium and
thighbone (arrows) and left ilium metastases (arrow head), c¢) abdominal CT after the radiation (30 Gy/10 fr)
shows the reduction of tumor size in right thighbone (arrows), e) CT reveals left ilium metastasis (arrow head)
also reduced out of radiation-targeted area (abscopal effect).
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Table 3. Adverse events of nivolumab treatment

Case Adverse event Grade¥  Course Therapy” Nivolumab withdrawal®
1 Herpes zoster 2 10 Oral medicine N
2 Bacterial pneumonia 2 1 Antibiotic therapy Y
3 Diarrhea 2 3 Oral medicine N
4 Wheal 1 1 Observed N
4 Febrile 1 1 Observed N
4 Fatigue 1 2 Observed N
5 Bacterial pneumonia 2 1 Antibiotic therapy N
6 Psoriasis 1 1 Observed N
6 Decreased appetite 1 1 Observed N
6 Diarrhea 3 10 Oral medicine Y

a) Grade was classified by CTCAE4.0, b) no case needed steroid therapy, ¢) “Y” means nivolumab was

discontinued to manage the adverse event.
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“N” means nivolumab was not discontinued.
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