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Abstract. In recent years, the introduction in the clinical setting of treatment combinations having immune

checkpoint inhibitors as the backbone has dramatically improved the outcomes of patients suffering from

advanced/metastatic renal cell carcinoma (RCC). Here we report the clinical course of a patient with a rapid

and bulky bone recurrence of RCC after nephrectomy, experiencing a long-term benefit from the nivolumab—

ipilimumab combination administered as first-line treatment. (www.actabiomedica.it)
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Introduction

The treatment landscape of advanced/metastatic
renal cell carcinoma (RCC) has recently been revo-
lutionized by the major clinical benefit achieved with
immune checkpoint inhibitors (ICI) directed against
the programmed cell death protein 1 (PD1). After
their approval in the second-line treatment setting of
advanced RCC (1), several strategies have been evalu-
ated in the first-line treatment scenario. In compara-
tive clinical trials, PD-1 inhibitors have been proved
superior to the well-established first-line treatment
sunitinib, in combination either with anti-angiogenic
agents (e.g. cabozantinib—nivolumab, lenvatinib—pem-
brolizumab, axitinib—pembrolizumab) (2-4) or, specif-
ically for nivolumab, with ipilimumab, an ICI directed
against the cytotoxic T-lymphocyte-associated protein
4 (CTLA-4) (5). These results prompted the introduc-
tion of the associations mentioned above in the up-
front treatment of metastatic, clear cell RCC (ccRCC).

According to the latest update of the European
Society for Medical Oncology (ESMO) guidelines,
the mentioned combinations of ICI directed against
PD-1 and anti-angiogenic agents and of nivolumab—

ipilimumab are recommended regardless of the In-
ternational Metastatic RCC Database Consortium
(IMDC) risk group and in the intermediate- and
poor-risk IMDC groups, respectively (6). In the 2020
guidelines of the Italian Association of Medical On-
cology (AIOM) (that recapitulate the segregation into
IMDC risk groups mentioned above), pembrolizum-
ab—axitinib was the only ICI/anti-angiogenesis com-
bination recommended (7). Nivolumab—ipilimumab
was endorsed as well, waiting for the approval from
the local drug agency, which was eventually obtained
at the beginning of 2022.

Here we report the favorable outcomes in a pa-
tient suffering from the bone-exclusive recurrence of
a previously resected ccRCC. After palliative radio-
therapy to the largest lesion in the pelvis, a rapid and
long-lasting clinical benefit with the nivolumab-ipili-
mumab combination was achieved.

Case presentation

In October 2018, a 45-year-old man, with no rel-
evant medical history, no cases of malignant diseases in
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the family and no tobacco exposure, underwent a renal
echography after the onset of hematuria in the previ-
ous two months. The exam revealed a mass in the right
kidney, highly evocative for a neoplastic lesion. After
negative radiological staging, the patient underwent
radical right nephrectomy. Histological examination
revealed a ccRCC, pT3NxMx.

The patient underwent a clinico-radiological
follow-up until May 2019, when a bone scintigraphy
revealed an abnormal uptake at the left acetabulum,
causing pain of the ipsilateral leg. The subsequent to-
tal-body CT scan confirmed the appearance of a wide
bone lesion (125x120 mm) tearing apart the bone
structures of the left ilium and invading the adjacent
soft tissues, without affecting iliac vessels or peritoneal
structures. After the histological confirmation of a
bone metastasis from a ccRCC, the patient underwent
palliative radiotherapy (30 Gy administered in 10 frac-
tions of 300 cGy each). Given the pain control ob-
tained with radiotherapy and the absence of additional
localizations of metastatic disease, after the tapering of
the steroid therapy, a wait-and-see approach was pre-
ferred. Forty days after the conclusion of radiotherapy,
a novel CT scan documented a mild volumetric in-
crease of the known lesion with infiltration of the ad-
jacent muscles (Figure 1A), and the presence of a novel
lesion in the posterior segment of the ninth right rib,
evoking an additional metastatic site, while no paren-
chymal lesion was detected.

Taking into consideration the progression after
a short timeframe following the radiotherapy and the
notion that the iliac lesion was not under control, no
additional local treatment was envisaged, and the pa-
tient was selected for a first-line systemic treatment.
Despite the good clinical conditions (ECOG perfor-
mance status: 0), the patient presented an intermedi-
ate IMDC risk. Given the lack of reimbursement of
the nivolumab-ipilimumab combination at the time
of treatment initiation, the benefit in terms of survival
observed in the CheckMate 214 clinical trial fostered
the administration of the drug combination mentioned
above in the setting of the Italian Expanded Access
Program. After four cycles of the combination ther-
apy, a CT scan documented a reduction of both the
bone lesions (the dimensions of the left ilium lesion
decreased from 120 mm to 80 mm), compatible with a

partial response according to the Response Evaluation
Criteria in Solid Tumours (RECIST) criteria, without
the appearance of any new disease localization. Having
completed the four courses of ipilimumab, nivolum-
ab was maintained, consistently with the treatment
schedule. No adverse event was reported. The patient
suspended the nivolumab treatment temporarily (in
the period January-March 2021) because of the con-
comitant diagnosis of COVID-19 (with mild symp-
toms, not requiring hospitalization) (see the aspect of
the ilium lesion in Figure 1B). Nivolumab was then
reintroduced and its administration is still ongoing,
with disease control confirmed at the latest CT scan in
October 2021, two years after the treatment initiation
(Figure 1C). Nivolumab administration will be main-
tained until disease progression or the onset of relevant
toxicities.

Discussion

Novel treatment paradigms incorporating ICI
have dramatically improved the survival outcomes for
patients suffering from advanced/metastatic RCC.
With particular regard to the anti-PD-1/anti-CT-
LA-4 combination in the first-line setting, the results
of the CheckMate 214 trial (nivolumab—ipilimumab
vs. sunitinib) have been updated with an extended fol-
low-up. The four-year progression-free survival (PFS)
probability was 31% in the experimental arm, com-
pared to 17.3% in the sunitinib arm (7). In patients
belonging to the intermediate/poor risk IMDC group,
overall survival rates at four years were 50% and 35.8%,
respectively (8). Conditional survivals, a measure to
predict outcomes at landmark time-points, have been
reported at ESMO 2021 congress. In the nivolumab-
ipilimumab arm, the probability of remaining alive
two years beyond the three-year landmark (conditional
overall survival, cOS) was 81% and 79% in the global
and intermediate/poor risk IMDC group populations,
respectively, highlighting the long-term benefit de-
rived from the combination treatment (9). Taken to-
gether, these data strongly support the recent approval
and reimbursement of nivolumab—ipilimumab for the
first line treatment of advanced/metastatic RCC by
the Italian drug agency.
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Figure 1. Radiological evolution of the left ilium lesion during the
nivolumab~ipilimumab therapy. A: baseline; B: 16 months after
the treatment initiation; C: two years after the treatment initiation.

In the clinical case we described here, the dis-
ease recurred after a short period following the radi-
cal nephrectomy (about seven months) with a bulky

bone lesion, controlled with radiotherapy for a limited
timeframe, before local progression and the detection
of a rib metastasis. In a recent retrospective analysis
collecting 80 patients suffering from RCC, starting
nivolumab—ipilimumab in presence of bone metastases
(10), the two-years survival PFS rate was < 25% with
a median OS of 25.6 months, confirming the nega-
tive prognostic role of skeletal localizations in patients
receiving nivolumab (11). Taking into consideration
the elements that characterize the clinical case we
described here, the absence of metastases other than
the bone lesions was independently associated with a
longer PFS, while the rib involvement was a negative
prognostic factor. In addition, previous radiotherapy
to bone metastases has been independently associated
with alonger OS (9). In our case, radiotherapy was ad-
ministered for palliative/antalgic reasons, but we can-
not exclude that it boosted the radiotherapy efficacy as
well (12). With regard to the COVID-19 diagnosis,
no evidence is thus far available regarding a putative
increase of severity and mortality in patients suffering
from RCC due to SARS-Cov-2 infection, even during
ICI treatment (13). In addition, the patient developed
COVID-19 when it was out from the “active” phase
of the disease, as a partial response had already been
achieved, the disease was under control and the clinical
conditions were good.

In conclusion, we presented the case of a patient
with an aggressive RCC recurrence at the bone lev-
el, who achieved a prolonged benefit (still persistent
two years after treatment initiation) with the first-line
nivolumab—ipilimumab combination.

Conflicts of interest: Each author declares that he or she has no
commercial associations (e.g. consultancies, stock ownership, eq-
uity interest, patent/licensing arrangement etc.) that might pose a
conflict of interest in connection with the submitted article.

References

1. Motzer RJ, Escudier B, McDermott DF, et al. Nivolumab
versus everolimus in advanced renal-cell carcinoma. N Engl
J Med. 2015;373(19):1803-1813.

2. Choueiri TK, Powles T, Burotto M, et al. Nivolumab plus

cabozantinib versus sunitinib for advanced renal-cell carci-



Acta Biomed 2022; Vol. 93, Supplement 1: ¢2022132

3.

4.

7.

8.

noma. N Engl ] Med. 2021;384(9):829-841.

Motzer R, Alekseev B, Rha SY, et al. Lenvatinib plus pem-
brolizumab or everolimus for advanced renal cell carcinoma.
N Engl ] Med. 2021;384(14):1289-1300.

Powles T, Plimack ER, Soulié¢res D, et al. Pembrolizumab
plus axitinib versus sunitinib monotherapy as first-line treat-
ment of advanced renal cell carcinoma (KEYNOTE-426):
extended follow-up from a randomised, open-label, phase 3
trial. Lancet Oncol. 2020;21(12):1563-1573.

. Motzer RJ, Tannir NM, McDermott DF, et al. Nivolumab

plus ipilimumab versus sunitinib in advanced renal-cell car-

cinoma. N Engl ] Med. 2018;378(14):1277-1290

. Powles T, Albiges L, Bex A, et al. ESMO Clinical Prac-

tice Guideline update on the use of immunotherapy in early
stage and advanced renal cell carcinoma. Ann Oncol. 2021
Dec;32(12):1511-1519.
https://www.aiom.it/linee-guida-aiom-2020-tumori-del-
rene/

Albiges L, Tannir NM, Burotto M, et al. Nivolumab plus
ipilimumab versus sunitinib for first-line treatment of
advanced renal cell carcinoma: extended 4-year follow-
up of the phase III CheckMate 214 trial. ESMO Open.
2020;5(6):¢001079.

. Motzer R], Tannir NM, McDermott DF, et al. 661P - Con-

ditional survival and 5-year follow-up in CheckMate 214:
First-line nivolumab + ipilimumab (N+I) versus sunitinib
(S) in advanced renal cell carcinoma (aRCC) Annals of On-
cology (2021) 32 (suppl_5): S678-S724. 10.1016/annonc/

annonc675

10.

11.

12.

13.

Desai K, Brown L, Wei W, et al. A Multi-institutional, Ret-
rosp ective Analysis of Patients with Metastatic Renal Cell
Carcinoma to Bone Treated with Combination Ipilimumab
and Nivolumab. Target Oncol. 2021;16(5):633-642.
Topalian SL, Hodi FS, Brahmer JR, et al. Five-year survival
and correlates among patients with advanced melanoma,
renal cell carcinoma, or non—small cell lung cancer treated
with nivolumab. JAMA Oncol. 2019;5(10):1411-1420.
Gouveia AG, Chan DCW, Hoskin PJ, et al. Advances in
radiotherapy in bone metastases in the context of new target
therapies and ablative alternatives: A critical review. Radio-
ther Oncol. 2021;163:55-67.

Switzer B, Haanen J, Lorigan PC, Puzanov I, Turajlic S.
Clinical and immunologic implications of COVID-19 in
patients with melanoma and renal cell carcinoma receiv-
ing immune checkpoint inhibitors. ] Immunother Cancer.

2021;9(7):e002835.

Received: 7 February 2022
Accepted: 9 March 2022

Correspondence:

Dr. Marilena Di Napoli, MD

Department of Urogynecology, National Cancer Institute Pascale
Foundation (Scientific Institute for Research and Healthcare)
Via Mariano Semmola, 80131, Naples, Italy

Email: m.dinapoli@istitutotumori.na.it



