N NAKAJIMA ET AL.

17 De Meerleer G, Khoo V, Escudier B et al. Radiotherapy for renal-cell carci-
noma. Lancet Oncol. 2014; 15: e170-e177.

18 Chen L, Douglass J, Kleinberg L et al. Concurrent immune checkpoint inhi-
bitors and stereotactic radiosurgery for brain metastases in non-small cell
lung cancer, melanoma, and renal cell carcinoma. Int. J. Radiat. Oncol. Biol.
Phys. 2018; 100: 916-25.

19 Brahmer JR, Drake CG, Wollner I ef al. Phase I study of single-agent anti-
programmed death-1 (MDX-1106) in refractory solid tumors: safety, clinical

Editorial Comment

Editorial Comment from Dr Yuasa to Possible
nivolumab in metastatic renal cell carcinoma

Human programmed death-1 immune checkpoint inhibitor
therapy is being rapidly introduced in metastatic renal cell
carcinoma (mRCC) clinical practice in Japan, dramatically
changing the therapeutic strategy for mRCC. The combina-
tion of radiation and immune checkpoint inhibitor therapies
has gained particular interest because many reports have indi-
cated that, in addition to radiation-targeted lesions, non-tar-
geted distant lesions could also be shrunk by simultaneous or
sequential combinations.! Although the precise mechanism of
the abscopal effect remains unclear, an increasing number of
reports in the current immune checkpoint inhibitor era sup-
port the hypothesis that activation of the immune system as
well as modulation of the tumor microenvironment by radia-
tion and immune checkpoint inhibitor therapies definitely
play important roles in the abscopal effect.’

In this issue of IJU Case Reports, Nakajima et al. reported
a possible abscopal effect of radiation therapy after discontin-
uation of nivolumab in mRCC.? In this report, a patient with
mRCC of International mRCC Database Consortium interme-
diate risk underwent targeted therapy using pazopanib, axi-
tinib, and everolimus. Consequently, nivolumab was
administered as fourth-line therapy.® A right iliac bone metas-
tasis that appeared after the completion of nivolumab therapy
was treated with radiation therapy (30 Gy, 10 fractions).?
Five months after radiotherapy, significant reductions were
observed in multiple metastases (lung, right kidney, and sub-
cutaneous tissue). Nine months after radiotherapy, no pro-
gression was noted even though no additional systemic
therapy was administered.?

RCC has historically been considered intrinsically radiore-
sistant, and the radioresistance has been verified through
in vitro experiments, which demonstrated that the RCC cell
line was amongst the most radioresistant.* Very recently,
however, at the 2020 American Society of Clinical Oncology
Genitourinary Cancers Symposium, two phase II trials evalu-
ating the combination of immune and radiation therapies in
mRCC were presented. The RADVAX RCC study evaluated

This is an open access article under the terms of the Creative
Commons Attribution License, which permits use, distribution
and reproduction in any medium, provided the original work is
properly cited.

activity, pharmacodynamics, and immunologic correlates. J. Clin. Oncol.
2010; 28: 3167-75.

20 Osa A, Uenami T, Koyama S ef al. Clinical implications of monitoring nivo-
lumab immunokinetics in non-small cell lung cancer patients. JCI Insight
2018; https://doi.org/10.1172/jci.insight.59125.

abscopal effect after discontinuation of

the combination of nivolumab and ipilimumab with stereotac-
tic body radiation therapy (50 Gy, 5 fractions).> The objec-
tive response rate, median progression-free survival (PFS),
and l-year PFS rate were 56%, 8.21 months, and 36%,
respectively.” Various other clinical trials which attempt to
clarify the efficacy and safety of the combination of immune
and radiation therapies are underway. Once the precise mech-
anism and the optimal radiation characteristics have been
determined, the abscopal effect may be incorporated into
treatment strategies as an important option in mRCC.
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