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1 Background & Methodology




Introduction

 In 2022, ASCO published a guideline on the management of metastatic renal clear cell
cancer (ccRCC).t

At that time, no recommendations for or against triplet therapy in this setting were made
as that option was not available at that time.

« Since then, results of the phase 3 COSMIC 313 trial by Choueiri TK et al,? that compared
Ipilimumab, nivolumab, cabozantinib, (IpiNivoCabo) against matched placebo with
Ipilimumab and nivolumab have been published, providing the signal to update the 2022

guideline.
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Development Methodology

« The COSMIC 313 trial? is the only trial that informs this rapid recommendation update
(literature search updated August 18, 2023).

« The Expert Panel reconvened to assess evidence and to review and approve the
amended guideline.

* The ASCO Guideline methodology manual can be found at: www.asco.org/guideline-
methodology
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2 Rapid Recommendation Update




Rapid Recommendation Update

Recommendation 3.6 Evidence-based
(harms o??;r)rirl]\lsivcc))%ggf Icq)tftk\llse?ge r?(ter?;sbenefits)
« Treatment with IpiNivoCabo is not recommended for patients e |- Strength of
with metastatic ccRCC. Patients interested in triplet therapy videnceQually | | Recommendation
should enroll in a clinical trial. High Strong
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3 Summary of Previous
Recommendations




Summary of Previous Recommendations

« Recommendations that are unchanged are provided in the following slides
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Summary of Previous Recommendations

Clinical Question 1

« How is metastatic clear cell renal cell carcinoma defined and how is it diagnosed?

Recommendation 1.1

» The diagnosis of metastatic clear cell renal cell carcinoma should
ideally involve comparison of tissue acquired outside the site of
primary disease to the primary histology. Histologic evaluation
should include common markers of clear cell renal cell carcinoma
Including paired box gene 8 (PAX8) and Carbonic anhydrase 1X
(CAIX).

10

Evidence based

benefits outweigh harms

Evidence Quality

Strength of
Recommendation

High

Strong
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Summary of Previous Recommendations

Recommendation 1.2

Consensus based

- Radiographic diagnosis of metastatic clear cell renal cell benefits outweigh harms
carcinoma may be applied in selected circumstances, such as
settings in which a prior diagnosis of renal cell carcinoma has Evidence Quality o MBI O

been established, when metastatic tissue is not readily accessible Low Weak
by biopsy, or when RECIST 1.1 measurable disease is evident,
especially within a year of the initial diagnosis.
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Summary of Previous Recommendations

Clinical Question 2

12

« What is the role of cytoreductive nephrectomy in metastatic clear cell renal cell carcinoma?

Recommendation 2.1

« Select patients (see Practical Information) with metastatic clear
cell renal cell carcinoma may be offered cytoreductive
nephrectomy.

 Practical Information: Select patients include those with optimally 1 IMDC risk

factor who can have a significant majority of their tumor burden removed at the
time of surgery.

Evidence based

benefits outweigh harms

Evidence Quality

Strength of
Recommendation

High

Strong
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Summary of Previous Recommendations

Clinical Question 3

13

- What are the preferred options for first line systemic treatment of metastatic clear cell renal

cell carcinoma?

Recommendation 3.1

 Select patients with metastatic clear cell renal cell carcinoma (see
Practical Information) may be offered an initial active surveillance
strategy.

* Practical Information: Select patients include those with IMDC favorable and
intermediate risk, patients with limited or no symptoms related to disease, a

favorable histologic profile, a long interval between nephrectomy and the
development of metastasis or with limited burden of metastatic disease.

Evidence based

benefits outweigh harms

Evidence Quality

Strength of
Recommendation

Moderate

Strong
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Summary of Previous Recommendations

Recommendation 3.2

- All patients with metastatic clear cell renal cell carcinoma who
require systemic therapy in the first line setting should undergo
risk stratification into IMDC favorable (0), intermediate (1-2), and
poor (3+) risk groups.2 Patients with intermediate or poor risk
disease should be offered combination treatment with two immune
checkpoint inhibitors (i.e., ipilimumab and nivolumab) or an
Immune checkpoint inhibitor in combination with a VEGFR TKI.

14

Evidence based

benefits outweigh harms

Evidence Quality

Strength of
Recommendation

High

Strong
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Summary of Previous Recommendations

Recommendation 3.3

Evidence based

benefits outweigh harms

 Patients with favorable risk disease who require systemic therapy
may be offered an immune checkpoint inhibitor in combination Evidence Quality | | o SendnOL
with a VEGFR TKI.

High Strong

Recommendation 3.4

Evidence based

benefits outweigh harms

« Select patients with metastatic clear cell renal cell carcinoma

receiving systemic therapy in the first-line setting including those e - E—
with favorable risk disease or with certain co-existing medical vidence QuaY | |_Recommendation
problems may be offered monotherapy with either a VEGFR TKI Moderate Strong

or an immune checkpoint inhibitor.
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Summary of Previous Recommendations

Recommendation 3.5

* The use of high dose Interleukin-2 (HD-1L2) may be considered in
the first-line systemic therapy setting for patients with metastatic
clear cell renal cell carcinoma (see Practical Information).
Attempts to develop criteria to predict those patients most likely to
derive benefit from HD-IL2 have been unsuccessful.

« Practical Information: The significant toxicity of this regimen must be weighed in relation to the newer

16

Evidence based

benefits outweigh harms

Evidence Quality

Strength of
Recommendation

Moderate

Weak

iImmunotherapy regimens which have largely replaced this treatment. The expert panel was not able to identify a
patient population who should receive this treatment preferentially based on available data. The expert panel did
agree that HD-IL2 should be administered in experienced high-volume centers, and that enrollment in clinical trials

was preferred.
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Summary of Previous Recommendations

Clinical Question 4

17

« What is the optimal second or later line systemic treatment for metastatic clear cell renal cell

carcinoma?

Recommendation 4.1

 Nivolumab or cabozantinib should be offered to patients who
progressed on a VEGFR TKI alone.

Evidence based

benefits outweigh harms

Evidence Quality

Strength of
Recommendation

High

Strong
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Summary of Previous Recommendations

Recommendation 4.2

Consensus based

benefits outweigh harms

 Patients progressing on combination immunotherapy (e.g.

nivolumab, ipilimumab) should be offered a VEGFR TKI. Evidence Quality | | L STendn ot
Moderate Strong

Recommendation 4.3

Evidence based

benefits outweigh harms

 Patients who progress after initial therapy combining VEGFR TKI
with an immune checkpoint inhibitor may be offered an alternate
VEGFR TKI as a single agent.

Strength of

Evidence Quality Recommendation

High Strong
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Summary of Previous Recommendations

Recommendation 4.4

Evidence based

benefits outweigh harms

 For patients on immunotherapy who experience limited disease
progression (e.g., one site of progression), local therapy Evidence Quality g LE
(radiation, thermal ablation, excision) may be offered, and
Immunotherapy may be continued.

Moderate Weak
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Summary of Previous Recommendations

Clinical Question 5

20

- What is the optimal application of metastasis directed therapy for metastatic clear cell renal

cell carcinoma?

Recommendation 4.1

* For patients with low volume metastatic renal cell carcinoma,
definitive metastasis-directed therapies may be offered and
Include surgical resection (metastasectomy), ablative measures,
or radiotherapy.

Evidence based

benefits outweigh harms

Evidence Quality

Strength of
Recommendation

Moderate

Strong
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Summary of Previous Recommendations

Recommendation 5.2

Evidence based

benefits outweigh harms

 For patients undergoing complete metastasectomy subsequent
TKIs are not routinely recommended. Evidence Quality Strength of

Recommendation

Moderate Strong
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Summary of Previous Recommendations

Clinical Question 6

- What considerations should be applied to treatment of special subsets of metastatic clear
cell renal cell carcinoma? (e.g., bone metastases, brain metastases, sarcomatoid

carcinomas)
Recommendation 6.1.1

« Patients with symptomatic bone metastases from metastatic clear
cell renal cell carcinoma should receive bone-directed radiation.

Consensus based

benefits outweigh harms

Strength of

Evidence Quality Recommendation

Moderate Strong
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Summary of Previous Recommendations

Recommendation 6.1.2

Consensus based

benefits outweigh harms

« Patients with bone metastases from metastatic clear cell renal cell

carcinoma should be offered a bone resorption inhibitor (either Evidence Quality g LE
bisphosphonate or RANKL inhibitor) when clinical concern for Moderate Strong

fracture or skeletal related events is present.

Recommendation 6.1.3

Consensus based

benefits outweigh harms

- No recommendation regarding optimal systemic treatment for
metastatic clear cell renal cell carcinoma patients with bone
metastasis can be made; however, it is our expert opinion that
cabozantinib-containing regimens may be preferred. Low Moderate

Strength of

Evidence Quality Recommendation
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Summary of Previous Recommendations

Recommendation 6.2.1

Consensus based

benefits outweigh harms

« Patients with brain metastases from metastatic clear cell renal cell

carcinoma should receive brain-directed local therapy with Evidence Quality Recommondation
radiation therapy and/or surgery. High Strong

Recommendation 6.2.2

Consensus based

benefits to harms ratio unknown

* No recommendation regarding optimal systemic therapy for
patients with metastatic clear cell renal cell carcinoma and brain
metastases can be made.

Strength of

Evidence Quality Recommendation

N/A Strong
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Summary of Previous Recommendations

Recommendation 6.3

 Patients with metastatic clear cell renal cell carcinoma with
sarcomatoid features should receive immune checkpoint inhibitor-
based combination first-line treatment (ipilimumab plus nivolumab,
or alternatively, an immune checkpoint inhibitor plus a TKI).

25

Evidence based

benefits outweigh harms

Evidence Quality

Strength of
Recommendation

High

Strong
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4 Additional Information
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Additional Resources

* More information, including clinical tools and resources, Is
available at www.asco.org/genitourinary-cancer-guidelines

* Patient information 1s available at www.cancer.net
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Abbreviations

« ASCO, American Society of Clinical Oncology

« CAIX, carbonic anhydrase IX

* ccRCC, clear cell renal cell carcinoma

« HD-IL2, high dose interleukin-2

« IMDC, International Metastatic RCC Database Consortium
* IpiNivoCabo, ipilimumab, nivolumab, cabozantinib

» PAX8, paired box gene 8

* RANKL, receptor activator of nuclear factor kappa-B ligand
« RCC, renal cell carcinoma

* RECIST, Response Evaluation Criteria in Solid Tumours
 TKI, tyrosine kinase inhibitor

* VEGFR, vascular endothelial growth factor receptor
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Disclaimer

The Clinical Practice Guidelines and other guidance published herein are provided by the American Society of Clinical
Oncology, Inc. (ASCO) to assist providers in clinical decision making. The information herein should not be relied upon as
being complete or accurate, nor should it be considered as inclusive of all proper treatments or methods of care or as a
statement of the standard of care. With the rapid development of scientific knowledge, new evidence may emerge
between the time information is developed and when it is published or read. The information is not continually updated and
may not reflect the most recent evidence. The information addresses only the topics specifically identified therein and is
not applicable to other interventions, diseases, or stages of diseases. This information does not mandate any particular
course of medical care. Further, the information is not intended to substitute for the independent professional judgment of
the treating provider, as the information does not account for individual variation among patients. Recommendations
specify the level of confidence that the recommendation reflects the net effect of a given course of action. The use of
words like “must,” “must not,” “should,” and “should not” indicates that a course of action is recommended or not
recommended for either most or many patients, but there is latitude for the treating physician to select other courses of
action in individual cases. In all cases, the selected course of action should be considered by the treating provider in the
context of treating the individual patient. Use of the information is voluntary. ASCO does not endorse third party drugs,
devices, services, or therapies used to diagnose, treat, monitor, manage, or alleviate health conditions. Any use of a brand
or trade name is for identification purposes only. ASCO provides this information on an “as is” basis and makes no
warranty, express or implied, regarding the information. ASCO specifically disclaims any warranties of merchantability or
fitness for a particular use or purpose. ASCO assumes no responsibility for any injury or damage to persons or property
arising out of or related to any use of this information, or for any errors or omissions.
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