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Participating Practices 

Challenging Cases 
in… 

Skin Cancer: 
Metastatic 
Melanoma

Program conducted: 

August–November 2025 

Note: Aggregated results and high-
level summary based on 

4 practices (29 HCPs) and do not 
necessarily reflect the views and 

opinions of the moderator or 
Cornerstone Specialty Network 
unless otherwise stated. Clinical 
data, NCCN Guidelines, and FDA 

approvals current at time of 
presentation. 
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• Utah Cancer Specialists (n=6)  August 25, 2025

• Center for Cancer and Blood Disorders (n=10) October 15, 2025

• Arizona Cancer Center (n=5)   November 18, 2025

• Atlantic Health System (n=8)  December 2, 2025



Overall Program Impact and Future Considerations

Treatment decisions in 
community practices are 

often physician-driven, NCCN-
guided, with brain MRI to 

inform 1L metastatic 
melanoma;  combination 

immunotherapy Nivo + Ipi is 
the preferred treatment in the 
frontline setting regardless of 

brain metastases or BRAF 
status; low-dose ipilimumab is 

often used to reduce 
toxicities; limited use of BRAF 

therapy in the 1L setting 
except in specific clinical 

scenarios
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• Nivolumab/Ipilimumab (Nivo + Ipi) remains the preferred frontline regimen 
for metastatic melanoma

• Standard 3 mg/kg ipi + nivo is most common, while lower-dose ipi or 
reversed-dose regimens are selectively used to improve tolerability while 
maintaining efficacy

• Single-agent immunotherapy is rarely used in first-line treatment due to 
superior survival outcomes observed with combination regimens

• Brain MRIs are routinely performed in metastatic patients and are 
considered when adjusting treatment strategies

• Brain metastases generally do not change the preferred first-line regimen; 
clinicians typically continue immunotherapy-based combinations with a 
preference for Nivo + Ipi

• Treatment selection is primarily physician-driven rather than pathway-
restricted, with NCCN guidelines providing broad guidance

• BRAF-targeted therapy in the first-line setting is largely reserved for patients 
unable to receive immunotherapy or with specific clinical conditions rather 
than standard practice

• Recommended actions: Provide stronger long-term data and clinical 
guidance for low-dose ipi + nivo combination strategies to support physician 
decision-making in the 1L metastatic melanoma setting
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Metastatic Melanoma

➢What is the optimal first line therapy in the metastatic 
setting? 

➢How do you decide between NCCN Guidelines category 
1 preferred treatment options?

➢Awareness of clinical trial data and impact on treatment 
decisions?

Challenging

Cases in...

Skin Cancer

Patient case: untreated metastatic disease



Considering the last 6 
months, how many 

patients with previously 
untreated metastatic 

melanoma are you 
actively treating?
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Answered: 25

ARS Results from HCP Participants

20.0%

0.0%

8.0%

36.0%

36.0%

None

>10 patients

6-10 patients

3-5 patients

1-2 patients
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Pa
ti

e
n

t 
H

is
to

ry 68-year-old female

Presented with 

Unexplained weight 
loss in last 3 months 
and right upper 
abdominal pain

Asymmetrical, dark 
brown/black spot 
approximately 8 mm 
in diameter on back of 
thigh noted

D
ia

gn
o

st
ic

s Core biopsy: T4

Scan: revealed lymph 
nodes in groin and 
multiple lesions in liver

Brain MRI – negative

LDH elevated

→ liver biopsy

NGS: BRAF V600E 
negative

Metastatic melanoma

What is your first 
line systemic 

treatment 
recommendation?



What is your first line 
systemic treatment 

recommendation for BRAF 
V600E negative metastatic 

melanoma?
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Answered: 22

ARS Results from HCP Participants

0%

0%

0%

0%

4.5%

95.5%

Other

Pembrolizumab/ipilimumab

Nivolumab

Pembrolizumab

Nivolumab/relatlimab-rmbw

Nivolumab/ipilimumab



NCCN Guidelines: Version 2.2025 — January 28, 2025
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To what extent do NCCN Guidelines impact 
your treatment decisions for patients with 

untreated metastatic melanoma? 
Pathways? 
Insurance?

Preferred regimens
Combination checkpoint blockade (preferred):
d Considerations for using combination nivolumab/ipilimumab 
or nivolumab and relatlimab-rmbw versus PD-1 monotherapy 
include: 
➢ patient willingness to take on a higher risk of treatment-

related toxicities (immune-related adverse events [irAEs]); 
➢ absence of comorbidities or autoimmune processes that 

would elevate the risk of irAEs; 
➢ and patient social support and preparedness to work with 

medical team to handle toxicities.

Anti-PD-1 monotherapy (pembrolizumab; nivolumab)
j Appropriateness of single agent depends on patient 
fitness/frailty, comorbidities, low-volume disease, autoimmune 
disease history, and other factors. 



Combination therapy (preferred)

Nivolumab/Ipilmumab 

(Opdivo/Yervoy)

On 23 January 2016, the U.S. FDA 
expanded* approval of Opdivo 

(nivolumab) in combination 
with Yervoy (ipilimumab) for the 

treatment of patients with BRAF V600 
wild-type and BRAF V600 mutation-

positive unresectable or 
metastatic melanoma.

Nivolumab/Relatlimab

(Opdualag)

On 18 March 2022, the U.S. FDA 
approved the fixed-dose combination of 
relatlimab with nivolumab (Opdualag) 
for the treatment of unresectable or 
metastatic melanoma in adult and 

pediatric patients aged 12 and older.

FDA approvals: Current Category 1 regimens
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*October 1 2015: FDA initially approved Nivo/Ipi for the treatment of patients with 
BRAF V600 wild-type unresectable or metastatic melanoma



Currently, what is your 
preferred combination 

therapy in the 1L 
metastatic setting?
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Answered: 23

ARS Results from HCP Participants

0.0%

0.0%

8.7%

8.7%

82.6%

Pembrolizumab/low-dose
Ipilimumab

Pembrolizumab/Ipilimumab

Nivolumab/low-dose
Ipilimumab

Nivolumab/Relatlimab

Nivolumab/Ipilimumab



COMPARISON
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Nivolumab/Ipilmumab 
CheckMate-067

Nivolumab/Relatlimab
Relativity-047

Inclusion Criteria
Previously untreated adult patients with unresectable or metastatic melanoma

With 10 years of follow-up

Treatment-naïve metastatic or unresectable melanoma patients; ECOG PS 0-1

With 33.8-month median follow-up

N 945 714

Study design

Nivo 1 mg/kg and Ipi 3 
mg/kg q3w IV x 4 
doses, then Nivo 
3mg/kg q2w IV*

(n=314)

Nivo 3 mg/kg 
q2w IV*

(n=316)

Ipi 3 mg/kg 
q3w x 4 doses 

(n=315)

Nivo 480 mg and Rela 160 mg
Q4w IV

(n=355)

Nivo 480 mg q4w 

(n=359)

Median PFS, mos

PFS %

HR vs Ipi

11.5 (8.9 – 20.0)

31%

0.42 (0.35 – 0.51)

6.9 (5.1 – 10.2)

23%

0.54 (0.45 – 0.65)

2.9 (2.8 – 3.1)

6%

10.2 (6.5–15.4)

30%

4.6 (3.5–6.5)

22%

Median OS, mos

OS (%)

HR

71.9 (38.2–114.4)

43%

vs Ipi 0.53 (0.44 – 0.65)

36.9 (28.2–58.7)

37%

vs Ipi 0.63 (0.52 – 0.76)

19.9 (16.8–24.6)

19%

51.0 (34.0–NR)

49%

34.1 (25.2–44.7)

39%

ORR
CR
PR

50%
19%
31%

42%
17%
25%

15%
5%
9%

44%
20%
24%

34%
19%
15%

Combination IO therapies Is 10-year data impactful?

N Engl J Med. 2025 Jan 2;392(1):11-22*Nivo: 240 mg q2w or 480 mg q4w

0.79 (0.66 – 0.95)

0.80 (0.66 – 0.99)

Tawbi et al., N Engl J Med 2022;386:24-34.
ASCO 2024 poster 9524



Combination therapy (preferred)

FDA approvals: Current Category 1 regimens
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Nivolumab/Ipilmumab 

(Opdivo/Yervoy)

On 23 January 2016, 
the U.S. FDA expanded* 

approval of Opdivo           
(nivolumab) in 
combination 

with Yervoy (ipilimumab) 
for the treatment of 

patients with BRAF V600 
wild-type and BRAF V600 

mutation-positive 
unresectable or 

metastatic melanoma.

Nivolumab/Relatlimab

(Opdualag)

On 18 March 2022, the 
U.S. FDA approved the 

fixed-dose combination of 
relatlimab with nivolumab 

(Opdualag) for the 
treatment of unresectable 
or metastatic melanoma 

in adult and pediatric 
patients aged 12 and 

older.

*October 1 2015: FDA initially approved Nivo/Ipi for the treatment of patients with BRAF V600 wild-type unresectable or metastatic melanoma

Monotherapy

Pembrolizumab 
(Keytruda)

On 4 September 
2014, the U.S. FDA 
approved Keytruda    

(pembrolizumab) for 
treatment of patients 

with advanced or 
unresectable melanoma 

who are no longer 
responding to other 

drugs.

Nivolumab 

(Opdivo)

On 22 December 
2014, the U.S. FDA 

approved Opdivo 
(nivolumab), for patients 

with unresectable 
(cannot be removed by 
surgery) or metastatic 
(advanced) melanoma 
who no longer respond 

to other drugs.

Discuss the decision-making process between a combination therapy versus a monotherapy



How aware are you of the 
data (Relativity-047) that 

led to the approval of 
nivolumab/relatlimab-

rmbw for metastatic 
melanoma?
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Answered: 27

ARS Results from HCP Participants

7.4%

44.4%

37.0%

11.1%

Not aware

Somewhat aware

Aware

Very aware



ASCO 2024. Abstr. 9557

Indirect Treatment Comparison: RELATIVITY-047 and CheckMate-067
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KEY DATA

No head-to-head randomized controlled trial: ITC reveals 1L Nivo + Rela comparable to Nivo + Ipi

A propensity score model 
was used to generate inverse 

probability of treatment 
weighting (IPTW),9 which 

adjusted for any imbalances 
in the distribution of 

baseline characteristics 
between the two trials (Data 

Supplement). The 
distribution of baseline 

characteristics was 
compared between the 

weighted cohorts using a 
standardized mean 

difference (SMD) of <0.2 to 
indicate balance between 

treatments.

PFS per investigator (A) before and (B) after weighting

Long et al., J Clin Oncol 00:1-9
DOI https://doi.org/10.1200/JCO.24.01125

How aware are you of the indirect treatment comparison of RELATIVITY-047 and CheckMate-067?



ASCO 2024. Abstr. 9557

Indirect Treatment Comparison: RELATIVITY-047 and CheckMate-067
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KEY DATA

No head-to-head randomized controlled trial: ITC reveals 1L Nivo + Rela comparable to Nivo + Ipi

OS per investigator (A) before and (B) after weighting

Long et al., J Clin Oncol 00:1-9
DOI https://doi.org/10.1200/JCO.24.01125



ASCO 2024. Abstr. 9557

Indirect Treatment Comparison: RELATIVITY-047 and CheckMate-067
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KEY DATA

No head-to-head randomized controlled trial: ITC reveals 1L Nivo + Rela comparable to Nivo + Ipi

Long et al., J Clin Oncol 00:1-9
DOI https://doi.org/10.1200/JCO.24.01125

Nivolumab plus relatlimab was associated with fewer grade 3 or 4 TRAEs (23% 
v 61% for nivolumab plus ipilimumab) and any-grade TRAEs leading to 

discontinuation (17% v 41% for nivolumab plus ipilimumab)

Adverse event Before weighting After weighting

No., (%)
Nivo/Rela

(n=349)
Nivo/Ipi
(n=307)

Nivo/Rela
(n=339)

Nivo/Ipi
(n=297)

Any Grade Adverse Event

• Grade 3 or 4

99.1%

46.1%

99.7%

76.2%

99.1%

46.2%

99.7%

78.9%

Any Grade  Treatment-Related 
Adverse Event

• Grade 3 or 4

85%

22%

96%

59%

85%

23%

96%

61%

Any Grade Leading to 
Discontinuation of Treatment

17% 39% 17% 41%

In your opinion, how 
impactful is the indirect 

treatment comparison of 
RELATIVITY-047 and 

CheckMate-067?



What is your preferred 
sequencing strategy for 
patients with untreated 
metastatic melanoma if 
BRAF V600E mutation 

negative?

© 2025 Cornerstone Specialty Network. All rights reserved
Answered: 26

ARS Results from HCP Participants

0.0%

7.7%

0.0%

65.4%

26.9%

Other

Unsure

Preference for single ICI
therapy followed by dual

agent ICI

Preference for dual ICI
therapy followed by single

agent ICI

Preference for dual ICI 
therapy followed by dual ICI 

therapy



How will the presented 
challenging case impact
your current prescribing 

behavior in the 1L setting
for metastatic 
melanoma?
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Answered: 23

ARS Results from HCP Participants

0.0%

0.0%

4.3%

95.7%

Other

Unsure

Preference for single agent
ICI therapy

Preference for a dual ICI
therapy
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Pa
ti

e
n

t 
H

is
to

ry 68-year-old female

Presented with 

Unexplained weight 
loss in last 3 months 
and right upper 
abdominal pain

Asymmetrical, dark 
brown/black spot 
approximately 8 mm 
in diameter on back of 
thigh noted

D
ia

gn
o

st
ic

s Core biopsy: T4

Scan: revealed lymph 
nodes in groin and 
multiple lesions in liver

Brain MRI positive

LDH elevated

→ liver biopsy

NGS: BRAF V600E 
mutated

Metastatic melanoma

If BRAF V600E 
mutation 

positive, what 
would be your 
preference in 

the 1L setting?​

Consider a similar patient but with BRAF V600E mutated metastatic melanoma



If BRAF V600E mutation 
positive, what would be 
your preference in the 1L 

setting? 
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Answered: 24

ARS Results from HCP Participants

0.0%

4.2%

0.0%

20.8%

0.0%

0.0%

0.0%

12.5%

62.5%

Other

Encorafenib/binimetinib

Vemurafenub/cobimetinib

Dabrafenib/trametinib

Nivolumab

Pembrolizumab

Pembrolizumab + ipilimumab

Nivolumab / relatlimab-rmbw

Nivolumab / ipilimumab



NCCN Guidelines 
Version 2.2025 – January 28, 2025 

What would you do 
if BRAF V600 

mutation positive?
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• Awareness of clinical trial data guides treatment 
options for patients​

• Mutational status can impact treatment decisions

• Indirect treatment comparisons can provide additional 
insights in lieu of head-to-head comparisons

• Similar efficacy and more tolerable safety data 

• FDA approvals and NCCN Guidelines play a pivotal 
role in directing treatment pathways ​

Key 
Takeaways

© 2025 Cornerstone Specialty Network. All rights reserved.

Metastatic Melanoma
Patient case: untreated metastatic disease
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