
I n conjunction with presentations 
from the 2022 International Kid-
ney Cancer Symposium, experts 

convened to discuss best practices 
for patients with renal cell carcinoma 
(RCC). The experts discussed recent tri-
al updates as well as different methods 
for treating patients with either non–
clear cell RCC or clear cell RCC. Brian 
I. Rini, MD, professor of medicine in 
the Division of Hematology/Oncology 
at Vanderbilt University in Nashville, 
Tennessee, led the discussion. 

The panel also included Matthew T. 
Campbell, MD, MS, associate profes-
sor in the Department of Genitourinary 
Medical Oncology in the Division of 
Cancer Medicine at The University of 
Texas MD Anderson Cancer Center in 
Houston; Hans Hammers, MD, PhD, 
the Eugene P. Frenkel, MD, Scholar in 
Clinical Medicine at UT Southwest-
ern Medical Center in Dallas, Texas; 
Moshe Ornstein, MD, MA, a genito-
urinary oncologist at the Cleveland 
Clinic Taussig Cancer Center in Ohio; 

and Ulka Nitin Vaishampayan, MBBS, 
a professor of internal medicine at  
University of Michigan Medical School 
Health in Ann Arbor. 

Non–Clear Cell RCC
To start the conversation, Rini asked 
his colleagues how they would typically 
treat patients with non–clear cell RCC. 
When given the option of an immuno-
therapy (IO)/tyrosine kinase inhibitor 
(TKI) combination or ipilimumab (Yer-
voy)/nivolumab (Opdivo), Hammers 
said he preferred to use IO monother-
apy. However, he was open to a com-
bination of a TKI and a PD-1 inhibitor, 
as more substantial response rates have 
been observed with such combinations. 

Rini noted that he often chooses the 
TKI cabozantinib (Cabometyx) plus 
nivolumab, an IO agent. However, giv-
en the updated results from the phase 
3 CLEAR trial (NCT02811861) of 
the combination of the TKI lenvatinib 
(Lenvima) and pembrolizumab (Key-
truda), another IO agent, he may switch  

treatment strategies, he said.1 “The 
data here [are] compelling, that papil-
lary [disease (non–clear cell RCC)] does 
have a little less response than clear cell 
[RCC],” said Campbell. “If we have a 
[patient with] papillary [disease], we do 
like to molecularly profile and look for 
tumors that are potentially MET driv-
en. Cabozantinib/nivolumab and lenva-
tinib/pembrolizumab are both excellent 
options for this patient group.” 

However, Rini noted that he was 
wary to use cabozantinib, a MET  
inhibitor, on patients with papillary dis-
ease. Campbell countered, saying that 
cabozantinib has a unique mechanism 
of action and has the ability to target 
MET. Ornstein stated that cabozan-
tinib can be a good treatment for this 
population; however, in the absence of 
IO, patients tend to not have improved 
response, so he will add nivolumab to 
make a combination therapy. 

When discussing the use of an IO/
TKI combination or single-agent ther-
apy, Vaishampayan agreed that she too 
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would use single-agent cabozantinib. 
Currently, she said she doesn’t believe 
up front combination therapy is needed, 
except for those with hereditary leiomy-
omatosis and RCC, whom she would 
treat with IO as well. 

Rini asked if his colleagues would 
choose atezolizumab (Tecentriq) over 
nivolumab. Vaishampayan responded 
that she would use nivolumab over 
atezolizumab, but that she would prefer 
pembrolizumab over nivolumab. In a 
combination treatment, a PD-1 inhibi-
tor would be ideal. 

Hammers noted that in some cases, 
a patient’s insurance will not pay for a 
combination regimen but will allow the 
use of pembrolizumab monotherapy. 
When asked if he would use pembroli-
zumab to treat a patient with sarcoma-
toid disease, Hammers continued that 
he has seen effective responses to [pem-
brolizumab] in certain patients, so he 
would still lean toward the IO regimen. 

Vaishampayan said that, in the  
future, debating the importance of IO 
therapy shouldn’t be a conversation. 
Different drug combinations and/or 
monotherapies need to be developed to 
better treat various diseases and MET 
[inhibition], she explained, pointing out 
that an IO agent used in combination 
with a TKI has shown “suboptimal”  
results in non–clear RCC, particularly 
in patients with papillary disease. 

Unclassified disease was discussed 
next. Rini defined it as the incidence of 
renal cancer when the provider can’t  
determine what type. Ornstein said 
that in these situations, he treats  
patients as if they had sarcomatoid 
disease, giving IO/TKI combinations 
to generate those high response rates. 

“A lot of these unclassified [diseas-
es] are just clear cell [RCC] in hiding,” 
said Hammers. “That’s how I think 
about them, so IO tends to work bet-
ter in unclassified [disease] than it does 
in papillary or chromophobe [RCC].” 
Ornstein asked Hammers if he would 

consider giving ipilimumab/nivolumab 
up front. Hammers said that the deci-
sion is determined by the tumor bur-
den and whether a patient can afford 
to have continued disease progression.

On the treatment of unclassified dis-
eases. Vaishampayan noted that she 
usually uses lenvatinib/pembrolizum-
ab, which she believes helps the patient 
achieve the best response possible. 

Next, Rini asked Ornstein about 
chromophobe cancer and his preferred 
treatment options. 

“I send for next-generation sequenc-
ing, but I do give most of those patients 
lenvatinib and everolimus [Afinitor],” 
replied Ornstein. 

Campbell agreed with this treatment 
combination. Currently, he noted, there 
are limited data on how to treat these 
patients. “Across all the different sub-
groups from different studies, there’s 
always a signal that chromophobes 
seem to be more responsive to mTOR,” 
Campbell said. 

In conclusion, Hammers said that 
those with chromophobe disease need 
to have a VEGF inhibitor as part of their 
treatment, as IO cannot be relied on for 
[dissolution of disease]. 

Clear Cell RCC
Decision of Nephrectomy
For patients with clear cell RCC, 
debulking nephrectomy may be a viable 
treatment option. For a patient present-
ing with metastases, Vaishampayan said 
she might consider a nephrectomy and 
a lymph node removal. In addition, she 
said that she would add IO therapy up 
front. “The nephrectomy, whether it is a 
part of their treatment regimen or not, is 
sort of a secondary consideration after 
[it has been] established whether the  
patient will respond to and benefit from 
immune-based therapy,” she explained. 

Hammers considers debulking  
nephrectomy for those patients who are 
bleeding from the tumor mass and may 
have lung nodules, he said. He doesn’t 

see an issue with removing the mass, 
as its removal can help improve the  
patient’s quality of life. 

If a patient is healthy enough to 
withstand debulking nephrectomy, 
Vaishampayan usually encourages 
that it be done, she said. Additionally, 
data from the phase 3 SURTIME trial 
(NCT01099423), which investigat-
ed the use of immediate or deferred 
cytoreductive nephrectomy in those 
with clear cell RCC who were receiv-
ing sunitinib (Sutent), showed an im-
proved median overall survival of 32.4 
months (95% CI, 14.5-65.3) in the  
immediate surgery arm with sunitinib 
vs 15.0 months (95% CI, 9.3-29.5) in 
the delayed surgery arm.2 “Now, with 
our systemic therapy being so much bet-
ter, are we going to only improve that 
exponentially? The reality that we’re 
having so much discussion and contro-
versy [around this]; the question needs 
to be answered,” said Vaishampayan. 

Campbell cited the phase 3 CAR-
MENA trial (NCT00930033), which 
studied sunitinib alone or after  
nephrectomy.3 The benefits shown in 
this trial included that fewer patients 
needed laparoscopic procedures when 
sunitinib was offered, which helped to 
defer nephrectomies. 

When nephrectomy is deferred, that 
time can be used to conduct surveil-
lance and to help determine the natural  
biology of a patient’s disease, Ornstein 
stated. He said that he will typically  
delay nephrectomy for 6 to 9 months 
and then revisit the possibility. 

Stereotactic Body Radiotherapy 
The conversation then shifted to when 
and how to use stereotactic body radio-
therapy (SBRT). Vaishampayan said she 
uses it if she’s trying to delay systemic 
therapy if oligometastatic disease is in-
volved. Hammers noted that he will use 
SBRT after ipilimumab/nivolumab treat-
ment, intending it to target any breakout 
lesions not dismantled by therapy. 
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Ornstein wondered if it were possi-
ble for a patient receiving IO therapy 
to also receive SBRT. Hammers said he 
hadn’t seen many studies addressing 
toxicity in terms of IO treatment and 
SBRT. However, Campbell reported 
that SBRT could affect vertebral body 
metastasis, increasing risk of fracture. 
Such risk “must be taken very serious-
ly when considering bone-modifying 
agents, because [fracture] can be dev-
astating for patients. That’s an area 
where we don’t know how long after 
treatment to [give SBRT], and there are 
a lot of unanswered questions. That can 
be a complication of SBRT to the spine,” 
said Campbell. 

Frontline Treatment Options
Rini asked the panel members how they 
choose frontline treatment, and they re-
sponded that the International Meta-
static RCC Database Consortium plays 
a role in how they make their choices.4 
“If [patients] have sarcomatoid fea-
tures, typically I would go with IO/
IO [therapy],” said Vaishampayan. “If 
they have any other [risk factors]—liver 
metastases, brain metastases, bone me-
tastases, etc—I tend to go with [an] IO/

TKI combination, because of the high 
response rates. [I think of] the symp-
tomatic nature of the disease: whether 
a patient has symptoms, impending 
symptoms, or pleural effusions that are 
constantly filling up every week. Those 
things will typically drive me toward 
using an IO/TKI regimen.” 

Ornstein explained that he deter-
mines frontline therapy differently, 
tending to favor IO/TKI regimens but 
considering IO/IO if there are meta-
static disease sites. If patients have pul-
monary nodules, he noted that he will 
consider an IO/IO regimen. Currently, 
Ornstein said, he uses lenalidomide/
pembrolizumab as his usual IO/TKI 
regimen, as more patients can toler-
ate the higher dosage. “If they can’t 
get 20 mg [of treatment], then I don’t 
think they should get that regimen,” he  
noted further.

If a combination regimen is  
involved—no matter what the specific 
agents are—patients will have overlap-
ping toxicities, according to Ornstein. 
He said, however, that if a patient can 
withstand treatment and the resound-
ing effects for 2, 4, or even 6 months, 
they will likely get 3 to 6 extra years of 

survival. That statement is “not rooted 
in data, necessarily, but the idea, the 
concept, is there,” he stressed. “I find 
that the first 2 to 4 months are when 
there are going to be more visits and 
more dose interruptions and modifica-
tions, but once we [get past] that time 
point, they’re in a much better place,” he 
said. “I wouldn’t necessarily say ‘cruise 
control,’ but it’s better.” 

Campbell takes a different approach 
with his patients’ treatment, he said,  
often beginning lenalidomide at 18 mg. 
He explained that he likes to be flexible 
with the ability to increase or decrease 
dosages if necessary. Vaishampayan 
pointed out that dose intensity matters. 
Hammers said that in his practice, he 
prefers that his patients be on treatment 
for a certain number of days and then 
off treatment for a certain number as 
well (Table)1,5,6. 

DISCLOSURE: The authors have no significant 
financial interest in or other relationship with 
the manufacturer of any product or provider 
of any service mentioned in this article.
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TABLE. Leading Trials in Renal Cell Carcinoma1,5,6

Trial NCT number Tumor type Drugs Efficacy

CLEAR NCT02811861 Advanced RCC
Lenvatinib/

pembrolizumab vs 
sunitinib

Median PFS
Lenalidomide/pembrolizumab: 23.3 mo 
(95% CI, 20.8-27.7)
Sunitinib: 9.2 mo (95% CI, 6.0-11.0)
HR, 0.42 (95% CI, 0.34-0.52)

CheckMate 214 NCT02231749
Advanced or 

metastatic RCC

Nivolumab/
ipilimumab vs 

sunitinib

Median OS
Nivolumab/ipilimumab: 56 mo  
Sunitinib: 38 mo
HR, 0.72 (95% CI, 0.62-0.85)

Median PFS
Nivolumab/ipilimumab: 12 mo  
Sunitinib: 12 mo
HR, 0.86; 95% CI, 0.73-1.01

COSMIC-313 NCT03937219

Previously 
untreated 

advanced or 
metastatic RCC

Cabozantinib/
nivolumab/

ipilimumab vs 
placebo

Median PFS
Triplet arm: not reached
Placebo arm: 11.3 mo (95% CI, 7.7-18.2)
HR, 0.73; 95% CI, 0.57-0.94; P = .013

OS, overall survival; PFS, progression-free survival; RCC, renal cell carcinoma.

For references visit 
cancernetwork.com/RCC_1.23


