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Table 7.1: The Metastatic Renal Cancer Database Consortium (IMDC) risk model [398]"

Risk factors**

Cut-off point used

Karnofsky performance status

<80%

Time from diagnosis o treatment

< 12 months

Haemoglobin

< Lower limit of laboratory reference range

Corrected serum calcium

>10.0 mg/dL (2.4 mmol/L)

Absolute neutrophil count (neutrophilia)

> Upper limit of normal

Platelets (thrombocytosis)

> Upper limit of normal

The MSKCC (Motzer) criteria are also widely used in this setting [204],
“Favourable (low) risk, no risk factors; intermedate 1k, one o two risk factors; poor (high) risk, three to six risk

factors,




Table 7.2: Cross trial comparison is not recommended and should occur with caution

Study

Experimental arm

Primary
endpoint

Risk groups

PFS
Median (95% CI)
HR

KEYNOTE-426
NCTO02853331

[407]

Pembrolizumab
200 mg. IV Q3w
plus axitinib 5 mg.
PO BID

Vvs.

sunitinib 50 mg PO
QD 4/2 weeks

PFS and
OS in the
ITT by
BICR

IMDC

FAV 31%
IMD 56%
POOR 13%
MSKCC

Not determined

aTTm
PEMBRO + AXI 15.1 (12.6-17.7)
SUN 11.1 (8.7-12.5)

HR: 0.69 (95% CI: 0.57, 0.84)
p = < 0.0001

JAVELIN 101
NCTO02684006
[408]

Avelumab 10 mg/
kg IV Q2W plus
axitinib, 5 mg PO
BID

VS.

sunitinib 50 mg PO
QD 4/2 weeks

PFS in the
PD-L1+
population
and OS in
the ITT by
BICR

IMDC

FAV  22%
IMD 62%
POOR 16%
MSKCC
FAV  23%
IMD 66%
POOR 12%

(PD-L1+)
AVE + AXI
SUN

13.8 (11.1-NE)
7.2 (6.7-9.7)

HR: 0.61 (95% CI: 0.475, 0.790)
p < .0001

Immotion 151
NCTO02420821
[409]

Atezolizumab 1200
mg fixed dose IV
plus bevacizumab
15 mg/kg IV on
days 1 and 22 of
each 42-day cycle
vs.

sunitinib 50 mg.
PO QD 4/2 weeks

PFS in the
PD-L1+
population
and OS in
the ITT by
IR

IMDC
Not determined

MSKCC

FAV  20%
IMD 70%
POOR 10%

(PD-L1+)
ATEZO + BEV
SUN

11.2 (8.9-15.0)
7.7 (6.8-9.7)

HR: 0.74 (95% CI: 0.57, 0.96)
p = 0.02

Checkmate 214
NCT02231749
[405, 410]

Nivolumab 3 mg/
kg plus ipilimumab
1 mg/kg IV Q3wW
for 4 doses then
nivolumab 3 mg/
kg IV Q2w

Vvs.

sunitinib 50 mg.
PO QD 4/2 weeks

PFS and
OS in the
IMDC inter-
mediate
and poor
population
by BICR

IMDC

FAV 23%
IMD 61%
POOR 17%

MSKCC
Not determined

(IMDC intermediate/poor)
NIVO + IPI 11.8 (8.7-15.5)
SUN 8.4 (7.0-10.8)

HR: 0.82 (99.1% CI: 0.64, 1.05)
p = 0.03

ATEZO = atezolizumab; AVE = avelumab; AXI = axitinib; BEV = bevacizumab; BICR = blinded independent
central review; Cl = confidence interval; FAV = favourable; HR = hazard ratio; IPI = ipilimumab; IMD =
intermediate; IMDC = Metastatic Renal Cancer Database Consortium; IR = investigator review; ITT = intention-
to-treat; IV = intravenous; NE = non-estimable; NR = not reached; NIVO = nivolumab; OS = overall survival;
PEMBRO = pembrolizumab; PFS = profession-free survival; PO QD = by mouth, once a day; SUN = sunitinib.




7.4.2.5 Summary of evidence and recommendations for imnmunotherapy in metastatic RCC

Summary of evidence

Interferon-a monotherapy is inferior to VEGF-targeted therapy or mTOR inhibition in mRCC.
Nivolumab leads to superior OS compared to everolimus in patients failing one or two lines of VEGF-
targeted therapy.

The combination of nivolumab and ipilimumab in treatment-naive patients with clear-cell-mRCC
(cc-mRCC) of IMDC intermediate and poor risk demonstrated overall survival (OS) and objective
response rate (ORR) benefits compared to sunitinib.

The combination of pembrolizumab and axitinib in treatment-naive patients with cc-mRCC across all
IMDC risk groups demonstrated OS and ORR benefits compared to sunitinib.

Currently, PD-L1 expression is not used for patient selection.

Axitinib can be continued if immune-related adverse events results in cessation of axitinib and
pembrolizumab. Re-challenge with immunotherapy requires expert support.

Patients who do not receive the full 4 doses of ipilimumab due to toxicity should continue on single-
agent nivolumab, where safe and feasible. Re-challenge with combination therapy requires expert
support.

Treatment past progression can be justified but requires close scrutiny and the support of an expert
multidisciplinary team.

Nivolumab plus ipilimumab and pembrolizumab plus axitinib should be administered in centres with
experience of immune combination therapy and appropriate supportive care within the context of a
multidisciplinary team.

The combination of nivolumab and ipilimumab in the ITT population of treatment-naive unselected
patients with cc-mRCC leads to superior survival compared to sunitinib.

Due to the exploratory nature of PD-L1 tumour expression, the small sample size, the lack of OS data
and the premature results in this subpopulation, definitive conclusions cannot be drawn relative to the
usefulness of PD-L1 expression.

Nivolumab plus ipilimumab was associated with 15% grade 3-5 toxicity and 1.5% treatment-related
deaths.




Recommendations

Strength rating

cc-mRCC who cannot receive or tolerate immune checkpoint inhibition.

Offer pembrolizumab plus axitinib to treatment-naive patients with any IMDC-risk clear-cell | Strong
metastatic renal cell carcinoma (cc-mRCC).

Offer ipilimumab plus nivolumab to treatment-naive patients with IMDC intermediate- and Strong
poor-risk cc-mRCC.

Administer nivolumab plus ipilimumab and pembrolizumab plus axitinib in centres with Weak
experience of immune combination therapy and appropriate supportive care within the

context of a multidisciplinary team.

Patients who do not receive the full 4 doses of ipilimumab due to toxicity should continue Weak
on single-agent nivolumab, where safe and feasible.

Offer axitinib as subsequent treatment to patients who experience treatment-limiting Weak
immune-related adverse events after treatment with the combination of axitinib and

pembrolizumab.

Treatment past progression can be justified but requires close scrutiny and the support of Weak
an expert multidisciplinary team.

Do not re-challenge patients who stopped immune checkpoint inhibitors because of toxicity | Strong
without expert guidance and support from a multidisciplinary team.

Offer nivolumab after one or two lines of vascular endothelial growth factor-targeted therapy | Strong
in mRCC.

Offer sunitinib or pazopanib to treatment-naive patients with IMDC favourable-, Strong
intermediate-, and poor-risk cc-mRCC who cannot receive or tolerate immune checkpoint

inhibition.

Offer cabozantinib to treatment-naive patients with IMDC intermediate- and poor-risk Strong?

@ While this is based on a randomised phase Il trial, cabozantinib (weak) looks at least as good as sunitinib

in this population. This justified the same recommendation under exceptional circumstances.




Figure 7.1: Updated European Association of Urology Guidelines recommendations for the treatment of
first-line and following lines in clear-cell metastatic renal cancer

Alternative in patients who
Standard of care can not receive or tolerate
immune checkpoint inhibitors

: Pembrolizumab/ Sunitinib  [1b]
IMDC favourable risk Axitinib [1b] Pazopanib* [1b]

Pembrolizumab/

IMDGC intermediate Axitiinib [1b] gﬁ:i‘t’iﬁ?g‘““‘b [[123}
and poor risk Ipilimumab/ Pazopanib® [1b]
Nivolumab [1b] P

IMDC = The International Metastatic Renal Cell Carcinoma Database Consortium
"pazopanib for intermediate-risk disease only.

[1b] = based on one randomised controlled phase Il trial.

[2a] = based on one randomised controlled phase Il trial.



Figure 7.2: Guidelines Recommendations for later-line therapy

Standard of care Alternative

Any VEGF-targeted therapy
. that has not been used
Prior 10 previoously in combination
with 10 [4]

Nivolumab [1b]

diealioy Cabozantinib [1b]

Axitinib [2b]

IO = immunotherapy; TKI = tyrosine kinase inhibitors; VEGF = vascular endothelial growth factor.
[1b] = based on one randomised controlled phase Il trial.

[2b] = subgroup analysis of a randomised controlled phase Il trial.

[4] = expert opinion.



7.4.7 Summary of evidence and recommendations for targeted therapy in metastatic RCC

Summary of evidence

Single agent VEGF-targeted therapy has been superseded by immune checkpoint based combination
therapy.

Pazopanib is non-inferior to sunitinib in front-line MRCC.

Cabozantinib in intermediate- and poor-risk treatment-naive clear-cell RCC leads to better response
rates and PFS but not OS when compared to sunitinib.

Tivozanib has been EMA approved, but the evidence is still considered inferior over existing choices in
the front-line setting.

Single-agent VEGF-targeted therapies are preferentially recommended after front-line PD-L1-based
combinations. Re-challenge with treatments already used should be avoided.

Single-agent cabozantinib or nivolumab are superior to everolimus after one or more lines of VEGF-
targeted therapy.

Everolimus prolongs PFS after VEGF-targeted therapy when compared to placebo. This is no longer
widely recommended before third-line therapy.

Both mTOR inhibitors and VEGF-targeted therapies have limited activity in non-cc-mRCC. There is a
non-significant trend for improved oncological outcomes for sunitinib over everolimus.

Lenvatinib in combination with everolimus improved PFS over everolimus alone in VEGF-refractory
disease. Its role after immune checkpoint inhibitors is uncertain. There is a lack of robust data on this
combination making its recommendation challenging.




Recommendations

Strength rating

Offer nivolumab or cabozantinib for immune checkpoint inhibitor-naive vascular endothelial
growth factor receptor (VEGFR)-refractory clear-cell metastatic renal cell carcinoma
(cc-mRCC).

Strong

Sequencing the agent not used as second-line therapy (nivolumab or cabozantinib) for
third-line therapy is recommended.

Weak

Offer VEGF-tyrosine kinase inhibitors as second-line therapy to patients refractory to
nivolumab plus ipilimumab or axitinib plus pembrolizumab.

Weak

Offer cabozantinib after VEGF-targeted therapy in cc-mRCC.

Strong

Sequence systemic therapy in treating mRCC.

Strong

7.5 Recurrent RCC

Locally recurrent disease can either affect the tumour-bearing kidney after PN, or focal ablative therapy such as

RFA and cryotherapy, or occur outside the kidney following PN or RN for RCC.

After NSS for pT1 disease, recurrences within the remaining kidney occur in about 1.8-2.2% of
patients [451, 452]. Although the impact of positive margins on the clinical prognosis is still unclear [287, 452,
453] the preferred management, when technically feasible, is repeat surgical intervention to avoid the potential

risk of tumour recurrence.

N




7.5.1 Summary of evidence and recommendation for advanced/metastatic RCC

Summary of evidence

Isolated recurrence in the local renal fossa is rare.

tumour local control.

In the absence of adverse prognostic factors such as sarcomatoid features or median time interval of |3
< 12 months since treatment of the primary tumour, resection of local recurrences can induce durable

guideline-adapted follow-up regimen is advised for early detection.

Most local recurrences develop within the first two years following treatment of the primary tumour. A |3

Recommendation

Strength rating

Offer surgical resection of locally recurrent disease when a complete resection is possible
and significant comorbidities are absent.

Weak

NN



Table 8.1: Proposed surveillance schedule following treatment for RCC, taking into account patient risk
profile and treatment efficacy (based on expert opinion [LE: 4])

Risk profile Surveillance
6mo (1y |2y |3y [>3y
Low US |CT |US |CT  [CTonce every 2 years; Counsel about recurrence /
risk of ~10% /

Intermediate / High (CT ~ [CT  |CT  |CT  |CT once every 2 years

CT = computed tomography of chest and abdomen, alternatively use magnetic resonance imaging for the
abdomen; US = ultrasound of abdomen, kidneys and renal bed.




8.3 Summary of evidence and recommendations for surveillance following RN or PN or
ablative therapies in RCC

Summary of evidence

curable.

Surveillance can detect local recurrence or metastatic disease while the patient is still surgically

positive surgical margin.

After NSS, there is an increased risk of recurrence for larger (> 7 cm) tumours, or when there is a

Patients undergoing surveillance have a better overall survival than patients not undergoing
surveillance.

Repeated CT scans do not reduce renal function in chronic kidney disease patients.

Recommendations

Strength rating

Base follow-up after RCC on the risk of recurrence.

Strong

Intensify follow-up in patients after nephron-sparing surgery for tumours > 7 cm or in
patients with a positive surgical margin.

Weak

Base risk stratification on pre-existing classification systems such as the University of

California Los Angeles integrated staging system: http: fm?id=44

or the SSIGN score.

Strong




Immunomodulatory Drugs/Checkpoint Inhibitors

[n mCRPC, the immune system has been disabled, thus not able to attack the mvad-
ing cancer cells. Immune checkpoints are protein molecules made by the immune
system that prevent destruction of cells which helps to control the immune response.
Cancer cells are therefore saved and not attacked. Checkpoint inhibitors are targeted

at blocking the immune system through immune checkpoint pathways such as
CTLA-4 and PD-1 allowing T cells to kill cancer cells [ 10].




Treatments that Target CTLA-4 (Cytotoxic
T-Lymphocyte-Associated Protein 4) Receptor

CTLA-4 is a protein on some T cells that blocks the immune system from becoming

overly aggressive.

Ipilimumab is a monoclonal antibody that targets CTLA-4. This medication was
first used as a treatment for melanoma in 2011. Research studies have not been
promising for prostate cancer, although there have been some rare reports of a few
long-term responses [8].




Treatments that Target PD-1 (Programmed T-Cell Death 1)
or PD-L1

Medications in this category also target the immune response, but in a different
pathway from CLA-4. PD-1 is a checkpoint protein on T cells. When attached to
PD-L1, it prevents the immune system from attacking cancer cells. Certain cancer
cells express a large amount of PD-L1, sparing them from being destroyed. PD-1
inhibitors and PD-L1 inhibitors are monoclonal antibodies that prevent this binding,
1 allowing the immune system to work at killing cancer cells [5].
- P -1 — Nivolumab is a monoclonal antibody that blocks PD-L1 from binding on PD-1

(programmed T-cell death receptors) on activated T cells. This permits the
immune system to attack cancer cells. Some responses were seen in other types
of cancer, but no response was noted in prostate cancer. By combining treatments
(nivolumab plus ipilimumab), there are small clinical trials that have found
responses [8].

Pembrolizumab is an anti-PD-1 antibody. This immune checkpoint inhibitor has
been used in combination therapy in early trials for mCRPC after progression of
disease with enzalutamide alone. Results have shown some promise leading to the
current KEYNOTE study ongoing at the time of this publication [ 8].




Interleukin.2

Interleukin-2 s a cytokine createq by antigen-stimulated CDY oells, CD8 cells,

natural kiles cells, and activateq dendii cells during the immune response, In
early in vitro studies, thi cytokine was found to be 4 potent stimulator of the
Immune ystem, facilitating and Inducing varios Components of the immune
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Fig. 22.1 Interleukin-2 release from CD4 cell permitting activation of various T cells

system (Fig. 22.1) [2]. Specifically, studies in mice found that administration of
IL-2 permits the induction of T-helper cells, cytotoxic T cells, and antibody produc-
tion [3].




Interferon Alfa-2a

Interferon alfa-2a (IEN «2a) is a protein with immunomodulatory effects, including
tumor regression. It is thought to increase the expression of HLA molecules, as well
as facilitate activation of CD8 cells, which can have cytotoxic effects on tumor cells
(Fig. 22.2) [18]. In some of the earliest reports, this drug was found to be effective
as an antitumor agent in malignancies such as Kaposi’s sarcoma, hairy cell leuke-
mia, and cutaneous T-cell lymphoma [19]. As a result, it was eventually studied in
metastatic RCC.

In a retrospective study by Quesada et al., 19 patients with metastatic RCC were
given 3 x 106 units of daily IFN o2a or doses of 18 x 10° or 36 X 10° units twice
weekly. Twenty-six percent of patients showed a partial response, 10.5% experi-
enced an objective minor response, 16% of patients experienced mixed effects (ie.,
progression in some sites and regression in other sites), 10.5% had disease stabiliza-
tion, and 37% progressed [20]. In a prospective study that looked at various doses
of IFN o2a in 159 patients with metastatic RCC, a 10% overall response rate was
observed, and median overall survival was 11.4 months, with only 3% of patients
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Fig. 22.2 IFN-alfa-2a release from antigen-presenting cells leading to activation of natural
killer cell




Immunomodulators and Checkpoint Inhibitors

Mechanism and Biology

There are various factors that regulate T-cell homeostasis in the immune system. For
a T cell to be activated, the T-cell receptor must bind the antigen of interest. This
interaction alone is insufficient to activate a T cell. As a result, if only this interac-
tion occurs, without an additional costimulatory stimulus, the T cells will become
unresponsive (i.e., anergy) [25]. A second signal is required to permit T-cell activa-
tion (i.e., costimulation). This second signal typically involves the protein CD28,
which is on the T cells. Upon stimulation by ligands on antigen-presenting cells
(B7-1 or B7-2), activation of the T cell ensues [26]. Cytotoxic T-lymphocyte anti-
gen-4 (CTLA-4) is a protein that is a competitive inhibitor for B7-1/B7-2 that has a
much greater affinity for these proteins than CD28. This protein functions as an
inhibitor for T-cell activation [25, 26]. Consequently, increased activity of CTLA-4
can result in T-cell inhibition.

Another important pathway involves programmed cell death protein (PD-1) and
the related ligand (PD-L1). PD-L1 is expressed by the various tumor cells and helps
facilitate continued growth of the tumor cells by negatively regulating the immune
system. When PD-L1 on tumor cells binds PD-1 on T cells, there is an inhibition of
cytokine release and cytotoxic activity of antitumor T cells, permitting tumor growth
[27]. Therapies involved in the above pathways (Table 22.1) will be discussed below
in the form of CTLA-4 and PD-1 inhibitors.




Table 22. l Key trials involving checkpomt mhlbxtors In metastatic renal cell carcinoma

| Trial Agents ' " Patients|PFS.mo [P ~0S,mo P |ORR(%)
PD-1 inhibitors

leg!pg]gb CheckMate 025 vaolumab ) everollmus - 821 4 6 vs 4 4 0 ] 1 77 25 0 ) vs 1 19 6 O 002 25 0vs 5 0

| CheckMate 214 Nivolumab + ipilimumab vs sunitinib 11096 [ 11.6vs84 003 NRvs 260 |<0.001 42.0v527.0

NCT03141177 N1volumab+cabozant1mb vs§ sunmmb (ongomg) | 6§0_ N/A N/A N/A N/A

Pembrolizumab KEYNOTE427 | Pembrolizumab 7 1 Nk NR (336

NCT02501096 Lenvaﬁmbfpembrohzumab - ”“ ‘  NR NR

_|NCT02133742 | Pembrolizamab + axitinib 209 |NA  [Net reached NA 30

|NCT02853331 | Pembrolizumab + axitinib vs sunitinib (ongoing) | 862 NA  NA N/A

NCT02811861 | Pembrolizumab + lenvatinib vs Everolimus 1050 NA | NA NA |1
ﬁ_,‘E'E’_‘YE‘E‘EVEE?EUEESQEEQFEQ,‘ o

PD L1 1nh1b1tors

Atezohzumab IMmrouon151a Atezolxiumab + bevacnzumab Vs sunmmb . | _915 ]1 24 ' 8 4] 0002 Nli‘ R

P,“",‘,',",‘I,”mab | NCT03308396 Durvalumab + guadec1tabme (ongomg) | 8 VN/A ]
Avelumab ' JAVELIN Renal 101 Avelumab + axmmb tinib vs sumumb o 888 NR ~_INR 55 2 Vs 25 5

CTLA-4mh|b1torsh 7 B D
Ipilimumab | Yangetal  Ipilimumab 3 mgkg followed by Imgkgvs3mgke| 21 |NR NR »1\5{ ~NR 48w 125PR
© CheckMate214 B A S A R

(see above)

Tremelimumab | NCT00372853 | Dose escalation of tremelimumab + sunitinib | 2§ NR_ NA NR NA (43%PR

Abbreviations: ORR objective response rate, PR partial response, OS overall survival, PFS progression-free survwal NR not reported, N/A not apphcable mo momhs
‘IMmotion151 primarily evaluated PFS in PD-L1+ patients. Secondary endpoints were PFS in ITT patient, ORR, and DOR. This table reports the results of the ITT
analysis that included the entire cohort of the study

NCT00372853 led to grade 3 or 4 adverse events in 61% of patients
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Immune Therapies for Metastatic Kidney Cancer
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Fig. 22.3 (a) Binding of CTLA4 to CD80/CD86 leads to inhibition of immune response. (b)
Binding of anti CTLA4 molecule to CTLA4 leads to activation of immune response
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Programmed Cell Death Protein-1

An early study that evaluated the safety and activity of anti-PD-1 antibodies in
patients with advanced malignancies was a phase 1 trial that included 296 patients
with various malignancies, including metastatic RCC. Patients in each malignancy
cohort were stratified into three groups that received different doses of the anti-
body (1, 3, 10 mg/kg). Fourteen percent of patients had grade 3 or higher adverse
events. Metastatic RCC patients experienced a 27% response rate with therapy.
Responses were durable, as about 65% of responses lasted in patients with greater
than 1-year follow-up [33]. As a result, it was widely believed that blocking of the
PD-1 receptor can help facilitate an immune response against tumor cells
(Fig. 22.4a and b).

One of the most well-studied drugs in the class of PD-1 inhibitors is nivolumab.
An early phase 2 trial revealed that this drug demonstrated antitumor activity in
patients with metastatic RCC who were previously treated with agents targeting the
vascular endothelial growth factor pathway. Three different doses were used (0.3, 2,
10 mg/kg) in a total of 168 patients. No dose-response relationship in progression-
free survival (2.7, 4.0, 4.2 months), objective response rate (20%, 22%, 20%), over-
all survival (18.2, 25.5, 24.7 months), and adverse events (24%, 22%, 35%) was
observed between the three groups [34]. Due to the encouraging antitumor activities
of PD-1 inhibitors, they have been increasingly studied in the management of meta-
static RCC.

In a randomized study of 821 patients, nivolumab was compared to everolimus,
a mammalian target of rapamycin (mTOR) inhibitor in patients who were previ-
ously treated with antiangiogenic therapy. The median overall survival was 25 and
20 months, respectively. Nivolumab was also associated with a lower risk of death
(HR 0.73) and a greater objective response rate (25% vs 5%), when compared to
everolimus. High-grade adverse events were also less common in the nivolumab
cohort (19% vs 37%) [35].

Another recent study was a phase 3 randomized trial that evaluated the efficacy
of nivolumab plus ipilimumab versus sunitinib (vascular endothelial growth factor
tyrosine Kkinase inhibitor) in 1096 patients with previously untreated metastatic
RCC. The first group received nivolumab (3 mg/kg) and ipilimumab (1 mg/kg)
every 3 weeks for four doses (induction), followed by nivolumab monotherapy
(3 mg/kg) every 2 weeks. The second group received sunitinib (50 mg) daily for
4 weeks for each cycle. In the intermediate- and poor-risk groups, as characterized
by the International Metastatic Renal Cell Carcinoma Database Consortium
(OIMDC), the overall survival at 18 months was 75% and 60% in the two groups,
respectively. The objective response rate was 42% versus 27%, and complete
response rate was 9% versus 1%. The nivolumab plus ipilimumab group experi-
enced a 3.2-month longer progression-free survival than the sunitinib cohort. The
overall adverse event rates were high in both groups (93% and 97%), with a grade 3
or 4 event occurring in 46% and 63% of patients, respectively [32].
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Fig. 22.4 (a) Binding of PD-1 and PD-1.1 leads to inhibition of immune response. (b) Binding of
anti PD-1 molecule to PD-1 leads to activation of immune response




Conclusions

Immunomodulation is effective in managing patients with metastatic RCC. PD-1 in
combination with CTLA-4 inhibitors should be considered as first-line therapies in
these patients, particularly the patients classified as IMDC intermediate/poor risk.
IL.-2 and IFN oCa are historic options that are increasingly being replaced by check-

point inhibitors. Additional studies with novel checkpoint inhibitors as well as novel
regimens and combinations are needed to further increase the armamentarium for
the treatment of patients with metastatic renal cell carcinoma.




