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Abstract. Papillary renal cell carcinoma (pRCC) comprises 15-20% of all patients with renal cell carcinoma (RCC). Although
in the localized setting where pRCC appears to have better outcomes than clear cell RCC (ccRCC), patients with metastatic
pRCC have significantly worse outcomes than patients with metastatic ccRCC. Because of the overall rarity of pRCC,
there have been less research and clinical trials devoted to this subtype. Therefore, treatment of pRCC has generally been
extrapolated from approved therapies for ccRCC. Recent data shows promise with newer tyrosine kinase inhibitors, and there is
emerging evidence on their combination with immune checkpoint inhibitors. However, more dedicated clinical trials to pRCC
are urgently needed, as response rates and outcomes still lag behind ccRCC. This review summarizes the pathophysiology,
genetic features, the evolution of treatment approaches since the systemic cytokine era, and current challenges of managing
pRCC.
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INTRODUCTION

Traditionally, renal cell carcinoma (RCC) has been
divided into two principal groups based on histol-
ogy: clear cell versus non-clear cell (the latter is now
increasingly known as variant histology). While clear
cell RCC (ccRCC) is characterized by a clear cyto-
plasm on histology, the non-clear cell RCC (nccRCC)
term includes a wide variety of histological and clini-
cal presentations. Papillary RCC (pRCC) is the most
common subtype of nccRCC, accounting for approx-
imately 15–20% of all cases of RCC and derives its
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name from the distinctive papillary architecture seen
on histology.

Conventional cytogenetics provided early evi-
dence that the phenotypic distinctions between RCC
variants have an underlying genetic basis. For
instance, ccRCC frequently demonstrates loss of
chromosome 3p, leading to inactivation of the von
Hippel-Lindau (VHL) tumor suppressor gene. In con-
trast, pRCC does not have 3p loss and is often
genetically characterized by gains of chromosomes
7 and 17 [1].

Comprehensive molecular profiling, such as that
performed by The Cancer Genome Atlas (TCGA),
has further confirmed the genetic underpinnings
of the phenotypic differences between histological
renal cell carcinoma subtypes [2]. On the one hand,
ccRCC harbors frequent mutations in VHL, PBRM1,
BAP1 and SETD2 among other genes. Additionally,
ccRCC shows increased expression of angiogenesis
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and hypoxia related genes, driven by VHL/hypoxia
inducible factor (HIF) pathway activation, as well
as heightened immune response signatures [3]. On
the other hand, pRCC is characterized by mutations
in MET, SETD2, NF2, KDM6A and other genes
and displays a unique upregulation of amino acid
metabolic pathways and retention of cilia-associated
gene expression [4].

Single-cell RNA sequencing studies, with their
higher resolution and precision, have validated that
the cell of origin for most pRCC tumors is the
proximal tubule epithelium [5]. A recent single-
cell transcriptomic analysis further demonstrated that
while the majority of pRCC cases arise from proxi-
mal tubule cells, a small subset may originate from
principal cells of the collecting duct [6].

Given its lower prevalence relative to ccRCC,
demographic data on pRCC is more limited but
some studies suggest key distinctions from its more
prevalent counterpart. Multiple analyses indicate
patients with pRCC tend to be older at diagnosis
than patients with ccRCC, while the age at initial
presentation is similar between all the other kid-
ney cancer subtypes [7]. pRCC also shows a tighter
association with end-stage renal disease (ESRD)
compared to ccRCC [7]. Additionally, African Amer-
ican patients appear disproportionately affected by
pRCC versus ccRCC, even when accounting for
increased ESRD rates in this population [7–11].
This predilection towards African Americans impli-
cates potential genetic factors. Regarding outcomes,
an analysis of the International Metastatic RCC
Database Consortium from 2002–2019 found that
metastatic pRCC had significantly worse overall
survival (OS) compared to metastatic ccRCC [12].
However, for localized disease, some studies suggest
pRCC may have better survival outcomes than local-
ized ccRCC [13]. More research is still needed to
refine demographic and survival profiles for pRCC
versus ccRCC. Current evidence indicates key epi-
demiological and prognostic distinctions are likely
tied to the unique molecular pathogenesis of pRCC.

In this review, we summarize key developments in
the clinical management of pRCC. We discuss pRCC
pathology, the evolution of treatment approaches
from the systemic cytokine era to the current targeted
therapies and immune checkpoint inhibitors, current
standards for management of advanced and localized
disease, as well as current challenges in management.
Finally, we explore emerging therapies and biomark-
ers that may enable more precise, subtype-specific
treatment approaches for pRCC in the future.

SUBTYPES OF PRCC

Papillary renal cell carcinoma (pRCC) was first
clearly delineated as a distinct entity from other renal
tumors in a 1976 report describing 34 cases [14].
However, it was not until 1997 that pRCC was fur-
ther subclassified into type 1 and type 2 based on
histologic differences [15]. Historically, type 1 pRCC
was characterized by papillae covered with a single
layer of small cuboidal cells with scant cytoplasm,
while type 2 pRCC displayed papillae covered by
large eosinophilic cells arranged in pseudostratified
layers [15]. This historical classification of type 1
versus type 2 pRCC has fallen out of favor with
increasing knowledge of their genetic and molecu-
lar features. Recent molecular studies, like TCGA
study, suggest that type 2 pRCC may not consti-
tute a single well-defined entity, but rather individual
subgroups with a different molecular background [4,
16]. Therefore, the 5th World Health Organization
(WHO) classification of adult renal tumors no longer
divides pRCC into type 1 and type 2. The older term
of type 1 is now called variant pRCC, and what
used to be classified as type 2 is now organized into
well-defined categories such as FH-deficient RCC,
SMARCB1-deficient RCC or MiTF family RCC,
etc. [17].

TREATMENT OF METASTATIC
PAPILLARY RENAL CELL CARCINOMA

We will review the evidence in the different eras of
conventional RCC therapy for pRCC beginning with
the cytokine era through the current immune check-
point inhibitor and tyrosine kinase inhibitor era. A
summary of the reported clinical trials involving man-
agement of metastatic pRCC is provided in Table 1.
Figure 1 outlines the key targets for pRCC and their
therapies.

Cytokine era

One of the first large retrospective cohort studies
to evaluate outcomes and survival associated with
systemic therapy (including interleukin-2, interferon-
alfa-2a, chemotherapy, etc.) for patients with nccRCC
that included a significant number of pRCC was
a single-institution study in the United States
(US) from 1985–2001 [18]. The study evaluated
64 patients with nccRCC, including 18 (28%)
with pRCC. For patients with pRCC, 2 received
interleukin-2, 1 received interferon-alfa-2a, and 3
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Table 1
Notable clinical trials with published results for papillary renal cell carcinoma

Trial Enrollment criteria Number of evaluable
patients with papillary
RCC

Intervention Results

NCT00065468
(ARCC) [26]

No prior systemic therapy 55 Temsirolimus vs.
IFN-alfa

median PFS: 5.9 vs. 2.1 months (HR 0.52; 95% CI,
0.29–0.91)
median OS: 10.9 vs. 5.7 months (HR 0.50; 95% CI,
0.27–0.94)

NCT00830895 [27] Prior anti-VEGF
therapies allowed

29 Everolimus ORR: 6.9%
median PFS: 3.4 months
median OS: 10.9 months

NCT00688753
(RAPTOR) [28]

No prior systemic therapy 88 Everolimus ORR: 1%
median PFS: 4.1 months (95% CI, 3.6–5.5)
median OS: 21.4 months (95% CI, 15.4–28.4)

NCT01399918 [30] No prior systemic therapy 37 Everolimus with
bevacizumab

ORR: 35%
median PFS: 13.7 months (95% CI, 10.8–16.4)
median OS: 33.9 months (95% CI, 23.3–71.9)

NCT02915783 [31] No prior systemic therapy 20 Temsirolimus with
lenvatinib

ORR: 15%
median PFS: 9.2 months (95% CI, 3.5-NE)
median OS: 11.7 months (95% CI, 8.1-NE)

NCT00111020 [33] Prior systemic therapy
allowed

107 Sorafenib ORR: 3%

Molina et al. [34] Prior systemic therapy
allowed

8 Sunitinib ORR: 0%
median PFS: 5.6 months (95% CI, 1.4–7.1)

Tannir et al. [35] Prior systemic therapy
allowed

25 Sunitinib ORR: 0%
median PFS: 1.6 months (95% CI, 1.4–5.4)

Lee et al. [36] No prior systemic therapy 22 Sunitinib ORR: 36%
NCT00541008
(SUPAP) [37]

No prior systemic therapy 61 Sunitinib ORR: 13% for type 1, 11% for type 2
median PFS: 6.6 months (95% CI, 2.8–14.8) for type 1, 5.5
months (95% CI, 3.8–7.1) for type 2
median OS: 17.8 months (95% CI, 5.7–26.1) for type 1,
12.4 months (95% CI, 8.2–14.3) for type 2

NCT01185366
(ESPN) [38]

No prior systemic therapy 27 Sunitinib vs. everolimus median PFS: 5.7 vs. 4.1 months
median OS: 16.6 vs. 14.9 months

NCT01108445
(ASPEN) [39]

No prior systemic therapy 70 Sunitinib vs. everolimus ORR: 24% vs. 5%
median PFS: 8.1 vs. 5.5 months (HR 1.6; 80% CI, 1.1–2.3)

(Continued)
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Table 1
(Continued)

Trial Enrollment criteria Number of evaluable
patients with papillary
RCC

Intervention Results

NCT01538238 [42] Prior systemic therapy
allowed

18 Pazopanib ORR: 39%
median PFS: 17.3 months (95% CI, 14.8–19.8)

NCT01798446 [45] Prior temsirolimus
exposure

26 Axitinib ORR: 40%
median PFS: 3.5 months (95% CI, 0–10.9)
median OS: 8.3 months (95% CI, 4.1–12.5)

NCT02489695
(AXIPAP) [46]

No prior systemic therapy 42 Axitinib ORR: 28%
median PFS: 6.6 months (95% CI, 5.5–9.2)
median OS: 18.9 months (95% CI, 12.8-NR)

SWOG S0317 [48] No prior chemotherapy or
immunotherapy

45 Erlotinib ORR: 11%
median OS: 27 months (95% CI, 13–36)

NCT01130519 [49] Prior systemic therapy
allowed

83 Erlotinib with
bevacizumab

ORR: 51%

NCT00726323 [51] Prior exposure to
sunitinib allowed

74 Foretinib ORR: 13.5%
median PFS: 9.3 months (95% CI, 6.9–12.9)

NCT01524926
(CREATE) [53]

Prior systemic therapy
allowed

27 Crizotinib ORR: 50% for 4 MET + patients, 6.3% for 16 MET-
patients

NCT02127710 [55] No prior MET inhibitors
allowed

109 Savolitinib ORR: 18% for MET + patients, 0% for MET- patients
median PFS: 6.2 months for MET + patients, 1.4 months
for MET- patients

NCT03091192
(SAVOIR) [56]

No prior MET inhibitors
allowed

60 Savolitinib vs. sunitinib ORR: 27% vs. 7%
median PFS: 7.0 vs. 5.6 months (HR 0.71; 95% CI,
0.37–1.36; p = 0.31)
median OS: NR vs. 13.2 months (HR 0.51; 95% CI,
0.21–1.17; p = 0.11)

NCT01688973
(SWOG S1107) [58]

No prior MET inhibitors
allowed

50 Tivantinib with erlotinib
vs. tivantinib

ORR: 0% vs. 0%
median PFS: 3.9 vs. 2.0 months
median OS: 11.3 vs. 10.3 months

NCT02019693 [60] Prior systemic therapy
allowed including MET
inhibitor

20 Capmatinib ORR: 15%
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NCT02761057
(PAPMET) [68]

Up to one prior systemic
therapy excluding VEGF
and MET inhibitor

147 (90 for
cabozantinib vs.
sunitinib)

Cabozantinib vs.
sunitinib (savolitinib and
crizotinib arms closed)

ORR: 23% vs. 4% (p = 0.010)
median PFS: 9.0 vs. 5.6 months (HR 0.60; 95% CI,
0.37–0.97; p = 0.019)
median OS: 20.0 vs. 16.4 months (HR 0.84; 95% CI,
0.47–1.51)

NCT02853344
(KEYNOTE-427
cohort B) [74]

No prior systemic therapy 118 Pembrolizumab ORR: 28.8%
median PFS: 5.5 months (95% CI, 3.9–6.9)
median OS: 31.5 months (95% CI, 25.5-NR)

NCT02596035
(CheckMate 374) [75]

Prior systemic therapy
allowed

24 Nivolumab ORR: 8.3%

NCT03117309
(HCRN
GU16-260-Cohort B)
[76]

No prior systemic therapy 19 Nivolumab (part A),
then with ipilimumab if
refractory to monotherapy
(part B)

ORR: 5% in part A

NCT03170960
(COSMIC-021) [82]

No prior ICIs or MET
inhibitors

15 Cabozantinib with
atezolizumab

ORR: 47%
median PFS: 8.1 months (95% CI, 2.7–18.4)
median OS: 31.8 months (95% CI, 6.1-NR)

NCT03635892
(CA209-9KU) [84]

No prior ICIs 32 Cabozantinib with
nivolumab

ORR: 47%

NCT02819596
(CALYPSO) [85]

No prior ICIs or MET
inhibitors

41 Savolitinib with
durvalumab

ORR: 29%
median PFS: 4.9 months (95% CI, 2.5–10)
median OS: 14.1 months (95% CI, 7.3–30.7)

NCT04704219
(KEYNOTE-B61)
[87]

No prior systemic therapy 93 Lenvatinib with
pembrolizumab

ORR: 54%
median PFS: 17.5 months (95% CI, 15-NR)

NCT04413123 [88] No prior ICIs or
cabozantinib

20 Ipilimumab, nivolumab,
and cabozantinib

ORR: 20%

RCC=renal cell carcinoma, ORR = objective response rate, PFS = progression-free survival, OS = overall survival, IFN = interferon, VEGF = vascular endothelial growth factor, TKI = tyrosine
kinase inhibitor, ICI = immune checkpoint inhibitor.
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Fig. 1. Key molecular targets in papillary renal cell carcinoma. Figure was developed courtesy of BioRender®. (A) Tyrosine kinase inhibitors
targeting MET among other receptors. (B) Tyrosine kinase inhibitors not targeting MET receptor. (C) Immune checkpoint inhibitors.
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received a combination of both cytokines. Overall,
systemic therapies including cytokines for patients
with pRCC were minimally effective. The median
OS was only 5.5 months (95% CI, 4–12) for patients
with pRCC, which was much lower compared to 11
months (95% CI, 8–15) and 29 months (95% CI,
19–59) for collecting duct and chromophobe sub-
types, respectively. This study was one of the first to
emphasize that the prognosis was poor for metastatic
pRCC.

In another single-institution retrospective study
conducted in Germany, 164 patients with metastatic
RCC (mRCC) were treated with at least one cycle
of immunochemotherapy with IL-2, IFN-alfa, and
5-fluorouracil from 2001 to 2005 [19]. The major-
ity received radical nephrectomy as well. The cohort
included 131 with ccRCC and 22 with pRCC.
No patients with pRCC had any clinical response
with immunochemotherapy, compared to 28.8% of
patients with ccRCC.

The PERCY QUATTRO trial enrolled 492
patients from 2000 to 2004 with RCC to compare
medroxyprogesterone acetate, IFN-alfa, IL-2, or a
combination of both cytokines [20]. There was no
significant difference in OS between patients treated
with IFN-alfa patients and non-IFN-alfa as well as
those treated with IL-2 versus non-IL-2 regimens.
Notably, there was no objective response seen for any
of the patients in this study with nccRCC, including
21 patients with pRCC.

These studies provided insights that metastatic
pRCC had a worse prognosis than the other sub-
types of RCC and that pRCC was more resistant to
cytokines compared to ccRCC.

Targeted therapy - mTOR pathway inhibition

mTOR is a serine/threonine kinase that regulates
cell growth and metabolism, and it is activated down-
stream of the PI3K/AKT pathway [21]. The mTOR
signaling pathway is known to contribute to cancer
cell proliferation and survival, and its pathway is
often activated in RCC [22]. HIF protein expression,
important for tumorigenesis of RCC, is dependent
on mTOR activation [22]. In preclinical and murine
models, inhibition of mTOR was found to block
mRNA translation of HIF1A and to induce growth
arrest of kidney cancer cells [23]. Interestingly,
HIF1A nuclear expression seems to be significantly
higher in pRCC in comparison with ccRCC [24],
although this will need further validation.

The phase 3 ARCC trial (NCT00065468) enrolled
626 previously untreated patients with mRCC ran-
domized to either IFN-alfa, temsirolimus (specific
inhibitor of the FKBP-12 intracellular protein to
suppress mTOR signaling), or the combination of
IFN-alfa and temsirolimus from 2003–2005 [25].
Patients on temsirolimus monotherapy had a signif-
icantly longer median OS (10.9 vs. 7.3 months; HR
0.73; 95% CI 0.58–0.92; p = 0.008) than patients on
IFN-alfa monotherapy, while the combination of tem-
sirolimus and IFN-alfa did not significantly improve
median OS over IFN-alfa monotherapy (8.4 vs. 7.3
months; HR 0.96; 95% CI, 0.76–1.20; p = 0.70). Sub-
group analyses of this trial showed that 339 patients
(82%) of patients had ccRCC and 73 patients (18%)
had nccRCC, including 55 patients (11%) with pRCC
[26]. For the 55 patients with pRCC, 25 received
temsirolimus monotherapy and 30 received IFN-alfa
monotherapy. The median progression-free survival
(PFS) and median OS statistically favored the tem-
sirolimus arm (5.9 vs. 2.1 months; HR 0.52; 95% CI,
0.29–0.91 and 10.9 vs. 5.7 months; HR 0.50; 95% CI,
0.27–0.94, respectively). This analysis showed tem-
sirolimus to be favorable over IFN-alfa monotherapy
regardless of the RCC histology.

A phase 2 trial (NCT00830895) conducted in
Korea to evaluate everolimus for patients with
nccRCC enrolled 49 patients (29 had pRCC) from
2009 to 2011, including 23 treated with prior anti-
vascular endothelial growth factor (VEGF) therapies
[27]. For the patients with pRCC, 6.9% (2/29) had
a partial response (PR), 48% (14/29) had stable dis-
ease (SD), and 41% (12/29) had progressive disease
(PD) as best response, for an objective response rate
(ORR) of 6.9% (2/29). Patients with pRCC had a
shorter median PFS (3.4 months) and median OS
(10.9 months) compared to patients with chromo-
phobe or collecting duct subtypes. For the overall
cohort, the ORR was 10.2%, and the median PFS
and the median OS were 5.2 months and 14.0 months,
respectively. The trial showed efficacy of everolimus
for patients with nccRCC with or without prior anti-
VEGF treatment.

RAPTOR was a phase 2 trial (NCT00688753) for
European patients with previously untreated pRCC to
receive everolimus [28]. It was the first large prospec-
tive study dedicated to pRCC, enrolling patients from
2009 through 2012. In the intention-to-treat (ITT)
population involving 88 patients, the median PFS
was 4.1 months (95% CI, 3.6–5.5) and median OS
was 21.4 months (95% CI, 15.4–28.4). The ORR was
just 1% (95% CI, 0–5), while the disease control rate
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(DCR) was 66%. Comparing type 1 (n = 14) versus
type 2 (n = 43) histology, the outcomes were better
for type 1. The median PFS was 7.9 months (95% CI,
2.1–11.0) for type 1 and 5.1 months (95% CI, 3.3–5.5)
for type 2, and the median OS was 28.0 months (95%
CI, 7.6-NR) for type 1 and 24.2 months (95% CI,
15.8–32.8) for type 2. The adverse event profile was
overall consistent with previous studies of everolimus
for ccRCC. The trial demonstrated that everolimus
was an effective frontline therapy for patients with
metastatic pRCC.

The combination therapy of everolimus with
bevacizumab, a humanized VEGF monoclonal
antibody, was evaluated in patients with treatment-
naı̈ve nccRCC in a single-center phase 2 study
(NCT01399918) [29]. In the 37 patients with pap-
illary features (including 14 pRCC, 24 unclassified
RCC with papillary features, and 1 translocation-
associated RCC with papillary features), the ORR
was 35%, the median PFS was 13.7 months (95%
CI, 10.8–16.4), and the median OS was 33.9 months
(95% CI, 23.3–71.9) [30]. This trial proposed
that combination therapy of everolimus with beva-
cizumab could be a frontline option for pRCC.

Another phase 2 trial (NCT02915783) evaluated
the combination of temsirolimus with lenvatinib as
frontline therapy for patients with nccRCC from
2017 to 2019 [31]. Thirty-one patients were enrolled,
including 20 patients with pRCC. Three of the 20
patients achieved a PR as best response (ORR 15%);
the median PFS was 9.2 months (95% CI, 3.5-NE),
and the median OS was 11.7 months (95% CI, 8.1-
NE). For all 31 patients, the ORR was 26%, median
PFS was 9.2 months (95% CI, 5.5-NE), and median
OS was 15.6 months (95% CI, 9.2-NE).

These above studies demonstrated mTOR
monotherapy as well as in combination with other
agents was more effective than what was seen
historically with cytokines for pRCC, but outcomes
were still dismal.

Targeted therapy – tyrosine kinase pathway
inhibition

Sunitinib and sorafenib
Multitarget tyrosine kinase pathway inhibitors

(TKIs) like sunitinib and sorafenib have been stud-
ied for efficacy in pRCC in retrospective series and
prospective trials.

One study evaluated 41 patients with pRCC receiv-
ing either sunitinib or sorafenib as their initial TKI
therapy in five cancer institutions across the US

and France from 2002 to 2006 [32]. Thirteen out
of 41 patients received sunitinib and 28 patients
received sorafenib; 2/12 patients (17%) had evalu-
able response with sunitinib, while 0/28 patients
(0%) had treatment response with sorafenib. The
overall median PFS was 7.6 months, including 11.9
months for sunitinib and 5.1 months for sorafenib
(p < 0.001). The study concluded that sunitinib may
be more effective than sorafenib in patients with
pRCC, although the effectiveness of sunitinib was
minimal.

The safety and efficacy of sorafenib in both front-
line and refractory settings for patients with RCC
generally excluded from clinical trials was evalu-
ated in a trial (NCT00111020) with 2504 patients
in the US and Canada from 2005 to 2006 [33]. There
were 202 patients with nccRCC in the trial, including
158 with pRCC. For the 107 evaluable patients with
pRCC for best response, there were 0% (0/107) com-
plete response (CR), 3% (3/107) PR, 81% (87/107)
SD, and 16% (17/107) PD, for an ORR of 3% (3/107)
and DCR of 84% (90/107). This study showed some
activity of sorafenib in patients with pRCC.

Another phase 2 trial of sunitinib in nccRCC
enrolled 23 patients with nccRCC, including 8
patients with pRCC, from 2007 to 2009 before it was
discontinued early due to poor accrual [34]. None
of these 8 patients had a response with sunitinib, and
the median PFS was 5.6 months (95% CI, 1.4–7.1). In
another phase 2 trial, 57 patients with nccRCC were
enrolled, including 27 patients with pRCC (2 type 1,
11 type 2, and 14 not otherwise specified [NOS]),
from 2007 to 2010 [35]. Of the 25 evaluable patients,
there were no responses, 48% (12/25) had SD, and
52% (13/25) had PD; the median PFS in patients
with pRCC was 1.6 months (95% CI, 1.4–5.4), and
the median PFS for the entire cohort of 55 evaluable
patients was 2.7 months (95% CI, 1.4–5.4). A mul-
ticenter phase 2 trial in Korea enrolled 31 patients
with nccRCC, including 22 patients with pRCC, from
2008 to 2011 to receive sunitinib [36]. The 22 patients
with papillary subtype included 17 type 2 and 5 NOS.
In terms of efficacy, there were 36% PR (8/22), 50%
(11/22) SD, 4.5% (1/22) PD, and 2 not evaluable.
These small phase 2 trials showed some efficacy of
sunitinib in a previously treated pRCC patient popu-
lation.

SUPAP (NCT00541008) was the first phase 2
single-arm clinical trial that evaluated sunitinib as
frontline therapy for 61 patients with pRCC, which
included 15 with type 1 and 46 with type 2 pRCC
[37]. Patients were enrolled from 2007 to 2011, with
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a median follow-up time of 51.4 months. For type
1 pRCC, there were 2/15 (13%) patients with PR
and 10/15 (67%) with SD, the median PFS was 6.6
months (95% CI, 2.8–14.8), and the median OS was
17.8 months (95% CI, 5.7–26.1). For type 2 pRCC,
there were 5/46 (11%) patients with PR and 25/46
(54%) with SD; the median PFS was 5.5 months (95%
CI, 3.8–7.1), and the median OS was 12.4 months
(95% CI, 8.2–14.3). The outcome for type 2 histol-
ogy was worse compared to type 1 histology, although
it was notable that 24% of patients with type 2 had
liver metastases compared to none with type 1. Suni-
tinib was established as a potential frontline option
for pRCC.

Two multicenter randomized phase 2 clinical trials
compared sunitinib against everolimus as front-
line therapy, ESPN (NCT01185366) and ASPEN
(NCT01108445). ESPN enrolled 73 patients with
nccRCC or ccRCC with sarcomatoid features in the
US from 2010 to 2013, randomized to receive either
sunitinib or everolimus as frontline therapy with
crossover at PD [38]. Of the 27 patients with pRCC
from 68 total evaluable patients, 14 received sunitinib
and 13 received everolimus. The median PFS was
5.7 months (95% CI, 1.4–19.8) with sunitinib ver-
sus 4.1 months (95% CI, 1.5–7.4) with everolimus
and the median OS was 16.6 months (95% CI,
5.9-NA) versus 14.9 months (95% CI, 7.1–22.7),
respectively.

The ASPEN trial enrolled 109 patients with
nccRCC in the US, Canada, and the United Kingdom
from 2010 to 2013 to receive either frontline suni-
tinib or everolimus [39]. There were 70 patients with
pRCC, including 33 in the sunitinib arm (4 with type
1 histology) and 37 in the everolimus arm (2 with type
1 histology). The ORR was 24% (8/33) for the suni-
tinib arm compared to 5% (2/37) for the everolimus
arm. The median PFS for pRCC was 8.1 months with
sunitinib versus 5.5 months with everolimus (HR 1.6;
80% CI, 1.1–2.3) and 8.3 months versus 5.6 months
(HR 1.41; 80% CI, 1.03–1.92) in the overall cohort of
nccRCC. Both these trials established non-inferiority
of sunitinib compared to everolimus as frontline sys-
temic therapy for patients with nccRCC including
pRCC.

Pazopanib

Pazopanib is another multitarget tyrosine kinase
pathway inhibitor including PDGFR, VEGFR,
fibroblast growth factor receptor (FGFR), and c-KIT
[40]. The Italian retrospective study PANORAMA

analyzed 37 patients with nccRCC with frontline
pazopanib from 2010 to 2015 [41]. There were 19
patients with pRCC including 8 type 1, 7 type 2, and
4 NOS. The ORR was 21% (no CR) and the DCR
was 95% for pRCC. The study suggested pazopanib
could be an effective and feasible option for patients
with nccRCC.

A single-arm phase 2 trial (NCT01538238)
enrolled 29 patients with nccRCC to receive
pazopanib in Korea from 2012–2014, including 19
patients with pRCC [42]. For the 18 evaluable
patients with pRCC, there were 39% (7/18) PR, 50%
(9/18) SD, and 11% (2/18) PD, for an ORR of 39%
(7/18). The median PFS was 17.3 months (95% CI,
14.8–19.8), and the median OS was not reached at
the time of reporting. The trial showed effective-
ness and tolerability of pazopanib for patients with
nccRCC.

Axitinib

Axitinib is a multi-kinase inhibitor targeting
VEGFR1-3, PDGFR, and KIT, with more specificity
for VEGFR compared to the previous generation
TKIs like sunitinib and pazopanib [43]. The AXIS
phase 3 trial (NCT00678392) confirmed axitinib to
have superiority over sorafenib as a second-line ther-
apy (progression on either sunitinib, bevacizumab
plus interferon-alfa, temsirolimus, or cytokines)
based on median PFS (6.7 vs. 4.7 months; HR 0.665;
95% CI, 0.544–0.812; p < 0.0001) for ccRCC only
[44].

A phase 2 trial (NCT01798446) enrolled 40
patients with nccRCC with prior temsirolimus expo-
sure in Korea from 2013 to 2016 [45]. There were
26 patients with pRCC, including 24 type 2, 1 type
1, and 1 NOS. For these 26 patients, there were 40%
(10/25) PR, 24% (6/25) SD, 36% (9/25) PD for an
ORR of 40% (10/25); the median PFS was 3.5 months
(95% CI, 0–10.9), and the median OS was 8.3 months
(95% CI, 4.1–12.5). Axitinib emerged as a promising
second-line therapy for nccRCC.

AXIPAP (NCT02489695) was a phase 2 trial that
evaluated axitinib in the frontline setting for patients
with pRCC in France [46]. The trial enrolled 44
patients with pRCC between 2015 and 2018, with 13
type 1, 30 type 2, and 1 NOS. Among 42 evaluable
patients for best objective response, there were 29%
(12/42) PR, 62% (26/42) SD, and 9.5% (4/42) PD,
for an ORR of 29% (12/42). Notably, there was just
8% (1/13) PR for type 1 patients compared to 36%
(10/28) PR for type 2 patients (10/28). The median
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PFS for the cohort was 6.6 months (95% CI, 5.5–9.2),
and the median OS was 18.9 months (95% CI, 12.8-
NR). The trial suggested axitinib was effective as
frontline therapy for patients with pRCC, especially
for type 2 histology.

Erlotinib

Erlotinib is an endothelial growth factor recep-
tor (EGFR) inhibitor. Prior preclinical data indicated
that renal tumor cell lines including papillary subtype
with VHL wild type expression demonstrated tumor
cell growth inhibition with an EGFR inhibitor com-
pared to VHL-mutated ccRCC tumor cell lines [47].
The Southwest Oncology Group (SWOG) S0317
phase 2 trial registered 52 patients with pRCC with
no prior treatment between 2005 and 2006; of the
45 evaluable patients, there was no CR, 11% (5/45)
PR, and 53% (24/45) SD for an ORR of 11% (5/45)
and DCR of 64% (29/45) [48]. The median OS was
27 months (95% CI, 13–36). The study did not meet
the primary endpoint goal (ORR 20%). It demon-
strated the activity of erlotinib for some patients with
pRCC, but VHL status could not be used as a predic-
tor. Another phase 2 trial (NCT01130519) evaluated
the combination of bevacizumab and erlotinib for 83
patients with pRCC (including 42 with hereditary
leiomyomatosis with a fumarate hydratase deficiency
associated with type 2 pRCC) with up to two prior
VEGF TKIs [49]. The ORR was 51% (42/83), and
it was higher for the HLRCC cohort (64%, 27/42)
than the sporadic cohort (37%, 15/41), showing the
combination was acceptable especially for HLRCC.

Foretinib

Foretinib is a multi-kinase inhibitor including
MET, VEGFR2, PDGFR, TIE-2, RON, and AXL
[50]. A phase 2 trial (NCT00726323) enrolled 74
patients with pRCC from 10 cancer centers in the US
[51]. Prior exposure to sunitinib was allowed. There
were two cohorts: cohort A (37 patients) received
foretinib 240 mg once daily for the first five days of
a 14-day cycle, and cohort B (37 patients) received
foretinib 80 mg daily. Overall, the ORR was 13.5%
(10/51), all being PR. The median PFS was 9.3
months (95% CI, 6.9–12.9) with slight improve-
ment for cohort A (median PFS 11.6 months; 95%
CI, 6.9–12.9) compared to cohort B (median PFS
9.1 months; 95% CI, 5.8–10.9), and the median OS
was not reached in either cohort. For patients with
germline MET mutation, foretinib was more effec-

tive (5/10 with germline mutation compared to 5/57
without germline mutation). Although the predefined
primary endpoint of this study (ORR of 25%) was not
achieved, this was one of the first studies suggesting
MET inhibitors could be effective for patients with
MET-mutated pRCC.

Crizotinib

Crizotinib is a multi-kinase inhibitor including
MET, ALK, ROS1, and RON [52]. The phase 2 trial
CREATE (NCT01524926) evaluated patients with
advanced tumors with MET and/or ALK alterations,
and it included a pRCC type 1 cohort [53]. In this
cohort, 27 patients with type 1 pRCC were enrolled
between 2012 and 2016 from eight European coun-
tries. Among these 27 patients, there were 4 patients
with MET+mutations, 19 MET-, and 4 questionable.
Of the 4 MET+patients, there were 50% (2/4) PR and
25% (1/4) SD (ORR 50%). The two responders had
a duration of response of 21.8 and 37.3 months, with
the latter being a case of MET amplification. Of 16
evaluable MET- patients, there were 6.3% (1/16) PR
and 69% (11/16) SD (ORR 6.3%). The trial showed
patients with MET-altered tumors could achieve a
good response to MET inhibitors.

Savolitinib

In contrast to the previously discussed MET
inhibitors that also inhibit other tyrosine kinase path-
ways, savolitinib is a highly selective MET inhibitor
in an ATP-competitive manner [54]. A phase 2 trial
(NCT02127710) evaluated savolitinib in 109 patients
with pRCC irrespective of prior treatment (exclud-
ing prior/current MET inhibition) from 2014 through
2016 [55]. There were 16 type 1, 68 type 2, and 25
unclassifiable. In terms of MET status, there were
44 MET+, 46 MET-, and 19 MET unknown. For the
overall cohort of 109 patients, the ORR was 7.3%
(8/109). Importantly, the ORR was 8/44 (18%, all of
whom had PR) for MET+ patients, and 0/46 (0%)
for MET- patients. The SD rate was 22/44 (50%) for
MET+ patients, and 11/46 (24%) in MET- patients.
The median PFS for patients with MET+ tumors
was 6.2 months compared to 1.4 months for patients
with MET- tumors (HR 0.33; 95% CI, 0.20–0.52;
p < 0.001). Overall, savolitinib was well tolerated
and showed promise of savolitinib as an option for
patients with MET-driven pRCC, but the study was
closed early due to poor accrual.



A. Jang et al. / Papillary Renal Cell Carcinoma Review 71

The results of this phase 2 trial led to the phase 3
trial SAVOIR (NCT03091192), which was an open-
label, randomized trial comparing savolitinib versus
sunitinib in patients with MET-driven pRCC (prior
VEGF TKI therapies allowed), with a primary end-
point of PFS [56]. The study aimed to enroll 180
patients, but recruitment was terminated early due to
accrual challenges, and only 60 patients were enrolled
between 2017 and 2018, with 33 patients random-
ized to savolitinib and 27 patients to sunitinib. The
median PFS was 7.0 months with savolitinib and
5.6 months with sunitinib (HR 0.71; 95% CI, 0.37–
1.36; p = 0.31), and the median OS was not reached
with savolitinib versus 13.2 months (HR 0.51; 95%
CI, 0.21–1.17; p = 0.11) with sunitinib. The ORR
was 27% (9/33) for savolitinib, compared to only
7% (2/27) for sunitinib, with no CR for either arm.
Despite the challenges faced by SAVOIR, it high-
lighted the importance of a MET inhibitor that could
target MET-driven pRCC and ensured savolitinib to
be further evaluated in a future trial.

Tivantinib

Tivantinib is a selective MET inhibitor in an ATP-
independent manner [57]. A phase 2 trial evaluated
tivantinib with or without erlotinib for patients with
pRCC, attempting to determine if dual MET and
EGFR inhibition would be synergistic [58]. A total
of 50 patients were enrolled in the US between 2012
and 2014, with 25 patients in the tivantinib monother-
apy arm and 25 patients in the combination arm.
Prior systemic therapy was allowed. In the tivantinib
monotherapy arm, there were 2 type 1, 11 type 2, and
12 unassigned. In the tivantinib with erlotinib com-
bination arm, there were 1 type 1, 10 type 2, and
14 unassigned. There were no responses in either
arm. The median PFS was 3.9 months with tivan-
tinib and erlotinib (95% CI, 1.8–7.3) vs. 2.0 months
with tivantinib alone (95% CI, 1.8–3.0), and the
median OS was 11.3 months (95% CI, 6.7–21.9) vs.
10.3 months (95% CI, 7.3–15.7), both trending in
favor of the combination arm but not statistically sig-
nificant. Notably, there were 16/35 patients (46%)
with adequate tumor tissue DNA, and 1/16 (6%) had
a MET mutation, which may have influenced the
results.

Capmatinib

Capmatinib is a highly selective MET inhibitor
[59] that was evaluated in a phase 2 trial

(NCT02019693) in 20 patients with type 1 pRCC
enrolled between 2014 and 2019 [60]. There were
15% (3/20) PR and 35% (7/20) SD (ORR of 15%
and DCR of 50%). Molecular alterations of MET for
this study were not reported.

Cabozantinib

Cabozantinib is a multi-kinase inhibitor including
VEGFR2, MET, RET, KIT, AXL, RON, and FLT3
[61]. Cabozantinib is approved by the Food and Drug
Administration (FDA) and the European Medicines
Agency (EMA) in second/subsequent line therapy
for ccRCC based on the phase 3 trial METEOR
(NCT01865747), which showed a statistically signif-
icant improvement in both median PFS and median
OS over everolimus [62, 63]. Cabozantinib is also
regulatory approved as frontline therapy for previ-
ously untreated ccRCC, based on the phase 2 trial
CABOSUN (NCT01835158), which showed a sig-
nificantly prolonged median PFS over sunitinib [64,
65].

Cabozantinib was studied in a retrospective cohort
of patients with nccRCC [66]. There were 30 patients
with nccRCC, of which 17 patients had pRCC,
including 3 type 1, 11 type 2, and 3 NOS. Twenty-
six of the 30 patients had received prior VEGF TKIs.
Fifteen of the 17 patients with pRCC were evaluable
for measurable disease, and there were 13% (2/15)
PR and 87% (13/15) SD. A multi-institutional ret-
rospective study involving 21 centers in the US and
one in Belgium included 112 patients with nccRCC
treated with cabozantinib between 2015 and 2018
[67]. Cabozantinib was used in various treatment
lines. There were 66 patients (59%) with pRCC. The
ORR was 27% (18/66) including one patient with CR
after 6 months of therapy, and there were 30 patients
with SD. The median PFS was 6.9 months (95% CI,
4.6–10.1), and the 12-month OS was 46% (95% CI,
31–60). The retrospective study suggested cabozan-
tinib could provide a clinically meaningful benefit
for patients with pRCC even with prior VEGF TKI
progression and warranted evaluation with a clinical
trial.

PAPMET (NCT02761057) was a multi-arm phase
2 trial exclusively for patients with pRCC who had
received up to one prior therapy (excluding VEGF
and MET inhibitors) and were randomized to one
of four arms: sunitinib, cabozantinib, crizotinib, or
savolitinib [68]. One hundred and forty-seven eligible
patients from 65 centers in the US and Canada were
enrolled from 2016 through 2019. The savolitinib
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(n = 29) and crizotinib (n = 28) arms were halted due
to prespecified futility analysis, while the sunitinib
(n = 46) and cabozantinib (n = 44) arms completed
accrual. The study showed superiority for cabozan-
tinib over sunitinib in terms of the median PFS
(9.0 vs. 5.6 months; HR 0.60; 95% CI, 0.37–0.97;
p = 0.019), and ORR (23% vs. 4%, p = 0.010). Five
percent (2/44) in the cabozantinib group achieved a
CR, compared to none for the other three arms. The
median OS for cabozantinib was 20.0 months com-
pared to 16.4 months for sunitinib (HR 0.84; 95%
CI, 0.47–1.51). PAPMET was the first prospective
trial to show superiority of another VEGF TKI over
sunitinib.

Immune checkpoint inhibitor era

CheckMate 025 (NCT01668784) was the land-
mark phase 3 trial that showed superior OS with
nivolumab compared to everolimus in patients with
ccRCC in the second-line setting after prior anti-
angiogenic therapy [69]. Frontline ipilimumab with
nivolumab showed significant OS benefit compared
to sunitinib for intermediate- and poor-risk ccRCC
in CheckMate 214 (NCT02231749) [70]. Both trials
excluded all patients with nccRCC histologies.

One of the earliest multi-institutional retrospec-
tive studies was for 41 patients with nccRCC who
received at least one dose of nivolumab monother-
apy (with 92% of patients having received at least
one prior line of therapy) between 2015 and 2017
[71]. This included 16 patients with pRCC, and there
were 14% (2/14) PR, 21% (3/14) SD, 64% (9/14)
PD, and 2 not evaluable. For the entire cohort of
nccRCC, the ORR was 20%, with no CR. Another
multi-institutional retrospective study of 43 patients
with nccRCC including 14 patients with pRCC
who received immune checkpoint inhibitor (ICI)
monotherapy or in combination with either another
ICI or VEGF TKI prior to July 2016 [72]. The ORR
for the pRCC cohort was 29% (4/14), including 7%
(1/14) CR, 21% (3/14) PR, 29% (4/14) SD, and 43%
(6/14) PD.

Another multi-institutional retrospective study in
pRCC evaluated ICI efficacy (95% of cases using
nivolumab monotherapy, as well as atezolizumab and
avelumab monotherapy) in various treatment lines in
57 patients across 15 centers in Europe from Febru-
ary 2016 through January 2019 [73]. There were 2
patients with type 1 not evaluable due to death from
PD before evaluation. For 14 patients with type 1,
there were 0% (0/14) CR, 14% (2/14) PR, 43% (6/14)

SD, and 43% (6/14) PD. For 34 patients with type 2,
there were 6% (2/34) CR, 3% (1/34) PR, 24% (8/34)
SD, and 68% (23/34) PD. For 7 unclassified, there
were 0% (0/7) CR, 14% (1/7) PR, 57% (4/7) SD,
and 29% (2/7) PD. The overall ORR for 55 evaluable
patients was 11% (6/55), and the median OS was 14.6
months (95% CI, 9.0-NR).

These retrospective studies, although limited by
heterogeneity in terms of the number of prior
treatment lines, showed that the efficacy of ICI
monotherapy for pretreated pRCC was modest. Pre-
dictive biomarkers are needed to select the patients
who will be durable responders to ICI monotherapy.

Dedicated prospective trials exclusively focusing
on pRCC have been lacking due to the rare nature
of this subset and challenges with accrual. The
first clinical trial to evaluate frontline ICI therapy
in patients with nccRCC was the KEYNOTE-427
(NCT02853344) cohort B [74]. There were 165
patients with nccRCC enrolled who received frontline
pembrolizumab monotherapy, including 118 patients
with pRCC. For these patients with pRCC, there
were 5.9% (7/118) CR, 22.9% (27/118) PR, 33.1%
(39/118) SD, and 32.2% (38/118) PD, and 5.9%
(7/118) not assessed/not evaluable, for an ORR of
28.8% and a DCR of 47.5%. The median PFS was
5.5 months (95% CI, 3.9–6.9), and the median OS
was 31.5 months (95% CI, 25.5-NR). The results
from cohort B showed promising efficacy in pem-
brolizumab for pRCC.

CheckMate 374 (NCT02596035) was a phase 3/4
trial to evaluate the safety of nivolumab monother-
apy in different patient cohorts including nccRCC,
with prior systemic therapies allowed [75]. Between
2015 to 2016, 44 patients with nccRCC were enrolled,
including 24 patients with pRCC. Two patients with
pRCC had PR (ORR of 8.3%).

HCRN GU16-260-Cohort B (NCT03117309) is
a phase 2 trial evaluating nivolumab for treatment-
naive nccRCC (Part A), and those who progressed
were allowed to enter Part B of salvage ipilimumab
and nivolumab followed by nivolumab maintenance
[76]. There were 35 patients enrolled between 2017
and 2019 in the initial analysis, including 19 patients
with pRCC. For patients with pRCC, the ORR for
patients in part A was only 5% (1/19), although this
patient had a CR. Notably, this patient also had sar-
comatoid histology.

These clinical trials involving ICI monotherapy
suggested it was plausible to provide patients with
pRCC this option, but the response could be quite
variable and difficult to predict.
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Combination of immune checkpoint inhibitors
and tyrosine kinase inhibitors

The current era of the combination of ICI and TKI
was ushered in with the success of pembrolizumab
and axitinib as frontline therapy over sunitinib for
ccRCC in terms of median PFS and median OS based
on the phase 3 trial KEYNOTE-426 (NCT02853331)
[77]. These were followed in quick succession by
other positive phase 3 trials of combination ICI and
TKI over sunitinib monotherapy for ccRCC, includ-
ing avelumab and axitinib based on JAVELIN Renal
101 (NCT02684006) [78], nivolumab and cabozan-
tinib based on CheckMate 9ER (NCT03141177)
[79], and pembrolizumab and lenvatinib based on
CLEAR (KEYNOTE-581, NCT02811861) [80]. The
success of ICI and TKI for ccRCC inspired the eval-
uation in patients with nccRCC as well.

COSMIC-021 (NCT03170960) is a multicenter
phase 1b trial to assess the combination of cabozan-
tinib and atezolizumab in multiple metastatic solid
tumors, including ccRCC and nccRCC. Results from
the cohort of mRCC have been reported, with a total
of 32 patients with nccRCC (15 patients with pRCC)
enrolled between 2017 and 2019 [81]. One prior
VEGF TKI therapy was allowed, and no prior MET-
targeting TKIs or ICIs were allowed. In an updated
analysis at the 2023 ASCO Genitourinary Cancers
Symposium, for pRCC, the median PFS was 8.1
months (95% CI, 2.7–18.4) and the median OS was
31.8 months (95% CI, 6.1-NR) [82].

The CA209-9KU trial (NCT03635892) evaluated
the efficacy of cabozantinib and nivolumab in patients
with nccRCC with up to one prior systemic therapy
excluding ICIs [83]. In an analysis of 47 patients with
nccRCC enrolled between 2018 and 2020, there were
32 patients with pRCC. The ORR for pRCC was 47%
(15/32). For the cohort of 40 patients with papil-
lary, unclassified, or translocation-associated RCC,
the ORR was 47.5%, the median PFS was 12.5
months (95% CI, 6.3–16.4), and the median OS was
28 months (95% CI, 16.3-NR). In an updated analy-
sis presented at the 2023 ASCO Annual Meeting, the
longer follow-up continued to show efficacy for this
combination, with 3% (1/32) CR, 44% (14/32) PR,
53% (17/32) SD, and no PD in the pRCC cohort [84].

CALYPSO (NCT02819596) is a multi-arm phase
2 trial evaluating savolitinib, durvalumab, the com-
bination of savolitinib and durvalumab, and the
combination of durvalumab and tremelimumab for
patients with either treatment-naı̈ve or previously
treated ccRCC or pRCC. Results for the savolitinib

and durvalumab combination arm of 41 patients with
pRCC were reported, including 17 with MET-driven
tumors [85]. The ORR was 29% (12/41), which
did not meet the primary endpoint (minimum 50%),
halting further treatment. For the 41 patients with
pRCC, the median PFS was 4.9 months (95% CI, 2.5–
10), and the median OS was 14.1 months (95% CI,
7.3–30.7). Notably, for the MET-driven pRCC, the
median PFS was 12.0 months (95% CI, 2.9–19.4),
and the median OS was 27.4 months (95% CI, 9.3-
NR). Despite the primary endpoint not being met, the
promising results seen in the MET-driven patients
has inspired the open-label, randomized, three-arm
phase 3 trial SAMETA (NCT05043090) evaluating
the combination of savolitinib with durvalumab ver-
sus sunitinib versus durvalumab as frontline therapy
[86]. This trial is expected to enroll 220 patients
with MET-driven pRCC, with PFS as the primary
outcome.

KEYNOTE-B61 (NCT04704219) is a single-arm
international phase 2 trial to evaluate the combination
of lenvatinib with pembrolizumab as frontline ther-
apy for nccRCC, and 158 patients with nccRCC were
enrolled from 2021 to 2022 [87]. For the 93 patients
with pRCC, the ORR was 54% (50/93) with 8.9%
(8/93) CR, 45% (42/93) PR, 31% (29/93) SD, 9.7%
(9/93) PD, and 5 not assessable. The median PFS for
patients with pRCC was 17.5 months (95% CI, 15-
NR). Overall, the study showed this combination is
an effective option.

A single-arm phase 2 trial (NCT04413123) is
enrolling patients with nccRCC (up to one prior line
of VEGF TKI therapy eligible and excluding ICI or
cabozantinib) to receive the triplet combination of
ipilimumab, nivolumab, and cabozantinib [88]. The
primary endpoint is ORR. Preliminary results for the
pRCC cohort (n = 20) presented showed 25% (5/20)
PR, 55% (11/20) SD, and 20% (4/20) PD, for an ORR
of 25% (5/20).

These trials, although small in design, suggest that
the combination of an oral targeted therapy with
immunotherapy is the most promising strategy to treat
patients with metastatic pRCC, with improvement
over either agent alone. This concept has spurred the
design of larger active and recruiting trials dedicated
to pRCC evaluating a TKI with ICI.

Additional active and recruiting clinical trials of
interest

There are several other clinical trials involv-
ing patients with pRCC that are underway,
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Table 2
Notable active and recruiting trials with papillary renal cell carcinoma awaiting results

Trial Phase Enrollment criteria Intervention Primary outcome measures Estimated primary
completion date

NCT05043090
(SAMETA)

3 No prior systemic
therapy

Savolitinib with durvalumab
vs. durvalumab vs. sunitinib

PFS May 2025

NCT05678673
(STELLAR-304)

3 No prior systemic
therapy

Zanzalintinib with nivolumab
vs. sunitinib

PFS, ORR July 2025

NCT03075423
(SUNNIFORECAST)

2 No prior systemic
therapy

Ipilimumab with nivolumab
vs. standard of care

OS at 12 months November 2023

NCT05411081
(PAPMET2)

2 No prior cabozantinib,
and no prior ICIs
within 6 months

Cabozantinib with
atezolizumab vs.
cabozantinib

PFS July 2027

NCT04267120
(LENKYN)

2 No prior systemic
therapy

Lenvatinib with
pembrolizumab

ORR July 2024

NCT05096390
(PAXIPEM)

2 No prior systemic
therapy

Axitinib with pembrolizumab
vs. axitinib

ORR at 6 months October 2024

NCT03866382
(ICONIC)

2 Prior systemic therapy
allowed

Ipilimumab, nivolumab, and
cabozantinib

ORR February 2025

NCT04071223
(RadiCal)

2 Prior systemic therapy
allowed

Radium-223 with
cabozantinib vs. cabozantinib

Symptomatic skeletal-event
free survival

October 2024

NCT05665361 1/2 Prior systemic therapy
allowed

Palbociclib with sasanlimab R2PD, DLT, ORR June 2025

NCT05287945 1/2 Prior systemic therapy
allowed

Orellanine DLT, MTD, RP2D February 2025

NCT05122546 1 No prior systemic
therapy

CBM588 with cabozantinib
and nivolumab vs.
cabozantinib and nivolumab

Change in Bifidobacterium
composition of stool

October 2024

PFS = progression-free survival, ORR = objective response rate, OS = overall survival, R2PD = recommended phase 2 dose, DLT = dose-limiting toxicities, MTD = maximum tolerated dose.
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including STELLAR-304 (NCT05678673), SUN-
NIFORECAST (NCT03075423), PAPMET2
(NCT05411081), LENKYN (NCT04267120),
PAXIPEM (NCT05096390), and ICONIC
(NCT03866382). Additional registered clinical
trials are enrolling patients with nccRCC including
pRCC involving novel agents as the goal to improve
outcomes for these patients continues. These include
the use of palbociclib (CDK4/CDK6 inhibitor),
sasanlimab (PD-1 inhibitor), orellanine (mycotoxin),
and CBM588 (Clostridium butyricum probiotic).
These trials are summarized in Table 2.

PREDICTIVE AND PROGNOSTIC
BIOMARKERS

Unlike the International Metastatic RCC Database
Consortium (IMDC) model for metastatic ccRCC,
there are currently no prognostic models specifically
for metastatic pRCC due to its lower prevalence.
In addition, like ccRCC, no molecular biomarkers
have been clinically validated to predict prognosis or
response to therapies in pRCC.

The role of MET molecular status as a predic-
tive biomarker for MET-targeted therapy in pRCC
is being investigated. The phase 2 trial of savoli-
tinib showed patients with MET-driven pRCC had
a much better ORR and median PFS than non-MET-
driven pRCC (p = 0.002 and p < 0.001, respectively)
[55]. The phase 3 trial SAVOIR with the selective
MET inhibitor savolitinib versus sunitinib showed
improved overall response rates but no PFS or OS
benefit with savolitinib, irrespective of MET status
[56]. However, this study was not designed to evalu-
ate MET as a predictive biomarker and was forced to
terminate early. A recent retrospective analysis found
that the presence of MET genetic alterations did
not predict differential outcomes with current stan-
dard therapies compared to MET-wild type tumors
[89]. Ongoing studies such as SAMETA are evaluat-
ing savolitinib specifically in MET-driven pRCC to
validate MET’s utility as a predictive biomarker for
response to MET-targeted agents.

CONCLUSIONS

It is evident that patients with metastatic pRCC
have worse outcomes than patients with metastatic
ccRCC. In the days of the cytokine era, patients
with pRCC overall did not respond to these treat-
ments. Targeted therapy against the mTOR pathway

had slightly improved success, but ORR generally
remained in the single digits. Targeting various recep-
tor tyrosine kinase receptor pathways such as VEGF
and MET finally yielded better outcomes. ICIs com-
bined with VEGF and MET TKIs so far are the most
promising with ORR up to 30–50%, which is a major
improvement over use of either VEGF TKI or ICI
as a single agent. However, effective therapies for
pRCC still lag far behind those for ccRCC. For-
tunately, more clinical trials dedicated to enrolling
patients with pRCC are underway. Still, there is much
to learn about pRCC in order to design more effective
agents. As genetic and molecular features become
better characterized, prognostic and predictive mark-
ers will hopefully someday help guide management
and determine future therapy options.
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