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Participating Practices

Challenging Cases

n...
Skin Cancer:
Metastatic « Utah Cancer Specialists (n=6) August 25, 2025
Melanoma
October 15, 2025

Center for Cancer and Blood Disorders (n=10)

Program conducted:

August—November 2025
November 18, 2025

Arizona Cancer Center (n=5)

Note: Aggregated results and high-
December 2, 2025

level summary based on
4 practices (29 HCPs) and do not Atlantic Health System (n=8)

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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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



Challenging
Cases in...
Skin Cancer

cornerston

specialty network

Metastatic Melanoma

Patient case: untreated metastatic disease

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?

Cornerstone Specialty Network, LLC
Confidential — Not for Distribution



||||. ARS Results from HCP Participants

1-2 patients 36.0%
Considering the last 6
3-5 patients 36.0%
months, how many
patients with prewou.sly 610 petionts - Lo
untreated metastatic
mEI.anoma ar? you >10 patients | 0.0%
actively treating?

© 2025 Cornerstone Specialty Network. Allrightsreserved
Answered: 25
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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

cornerstone

specialty network *

BRAF V600E
negative

Metastatic melanoma
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||||. ARS Results from HCP Participants

What is your first line
systemic treatment

Nivolumab/ipilimumab

Nivolumab/relatlimab-rmbw

Pembrolizumab

recommendation for BRAF
V600E negative metastatic Nivolumab

melanoma?

Pembrolizumab/ipilimumab

Other

© 2025 Cornerstone Specialty Network. Allrightsreserved

I 4.5%
0%
0%
0%

0%

95.5%

Answered: 22



NCCN Guidelines: Version 2.2025 — January 28, 2025

Preferred regimens

Combination checkpoint blockade (preferred):

d Considerations for using combination pivelumab/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)

I Appropriateness of single agent depends on patient
fitness/frailty, comorbidities, low-volume disease, autoimmune
disease history, and other factors.

To what extent do NCCN Guidelines impact
your treatment decisions for patients with
untreated metastatic melanoma?
Pathways?

Insurance?

Y

cornerstone

specialty network >

National

comprehensive NCCN Guidelines Version 3.2024
Melanoma: Cutaneous

IiW[o{®l'N Cancer
Network®

NCCN Guidelines Index
Table of Contents
Discussion

SYSTEMIC THERAPY FOR METASTATIC OR UNRESECTABLE DISEASE®b.c

FIRST-LINE THERAPY

Preferred regimens
- Combination checkpoint blockade®

(preferred)
» Nivolumabl/ipilimumab (category 1)&fg:!
» Nivolumab and relatlimab-rmbw
(category 1)e:fi )
+ Anti-PD-1 monotherapyd-®ti
» Pembrolizumab (category 1)

Metastatic or » Nivolumab (cateqory 1)

unresectable |-»

disease Other recommended regimens

* Combination targeted therapy if BRAF
V600 mutation positivekhmn.o
» Dabrafenib/trametinib (category 1)
» Vemurafenib/cobimetinib (category 1)

* Pembrolizumab/low-dose ipilimumabP

Icategom 2B)

-

Footnotes on next page

MNote: All recommendations are category 2A unless otherwise indicated.

Disease
progression,
intolerance,
and/or
projected risk
of progression
with
BRAF-targeted
therapy

-

SECOND-LINE OR SUBSEQUENT THERAPYY

Preferred regimens
« Anti-PD-1 monotherapy®"
» Pembrolizumab
» Nivolumab
« Nivolumab/ipilimumab®®9.r .
= Nivolumab and relatlimab-rmbwe i
* Pembrolizumab/low-dose ipilimumab for progression following
anti-PD-1 therapy®!
+ Combination targeted therapy with BRAF V600 mutation
positivemn.0
» Dabrafenib/trametinib
» Vemurafenib/cobimetinib
» Encorafenib/binimetinib
« Tumor-infiltrating lymphocyte therapy (TIL)®
» Lifileucel
Other recommended regimens
+ Ipilimumab®
+ High-dose IL-2!
Useful in certain circumstances
+ For activating mutations of KIT
¢ KIT inhibitor therapy
(eg, imatinib, dasatinib, nilotinib, ripretinib)
* For ROS1 fusions
» Crizotinib, entrectinib
* For NTRK fusions
» Larotrectinib, entrectinib
« For BRAF fusions and non-V600 mutations"
» Trametinib
* For NRAS-mutated tumors (for progression following immune
checkpoint inhibitor therapy)
» Binimetinib” (category 2B)
+ Combination therapy
» Pembrolizumabilenvatinib"
» Ipilimumab®/intralesional T-VEC (category 2B)
* Combination BRAF/MEK + PD(L}-1 checkpoint inhibitors
(eg, dabrafenib/trametinib + pembrolizumab or vemurafenib/
cobimetinib + atezolizumab® if BRAF V600 mutation positive)Y
+ Cytotoxic agents (MELSYS 2 of 7)

= Consider best supportive care for poor performance status

(NCCN Guidelines for Palliative Care)

MELSYS
10F7

Wersion 3.2024, 02324 © 2024 Nalicnal Comprehensive Cancer Netwark® (RCCRE), Al rights reserved. NCCH Guidelines® and this ilusiration may nat be reproduced in any form without the express witten permissian of NCCH.
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FDA approvals: Current Category 1 regimens

Combination therapy (preferred)

Nivolumab/Ipilmumab Nivolumab/Relatlimab
(Opdivo/Yervoy) (Opdualag)

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

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
wild-type and BRAF V600 mutation-
positive unresectable or
metastatic melanoma.

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

cornerstone

specialty network * _ _
) 1 © 2025 Cornerstone Specialty Network. All rights reserved.



||||. ARS Results from HCP Participants

Nivolumab/Ipilimumab

Nivolumab/Relatlimab

Currently, what is your
preferred combination Nivolumab/low-dose
therapy in the 1L ‘pilimumab

metastatic setting?

Pembrolizumab/Ipilimumab

Pembrolizumab/low-dose
Ipilimumab

© 2025 Cornerstone Specialty Network. Allrightsreserved

82.6%
8.7%
g
0.0%

0.0%

Answered: 23



COMPARISON

Is 10-year data impactful?

Combination 10 therapies

Nivolumab/Ipilmumab Nivolumab/Relatlimab

Relativity-047

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

CheckMate-067

Previously untreated adult patients with unresectable or metastatic melanoma

Inclusion Criteria

With 10 years of follow-up With 33.8-month median follow-up

N 945 714
Nivo 1 mg/kg and Ipi 3 Nivo 3 mg/kg Ipi 3 mg/kg .
mg/kg gq3w IV x 4 g2w IV* q3w x 4 doses Nivo 480 mcgl:‘rl:ld“FI{ela 160 mg Nivo 480 mg q4w
Study design doses, then Nivo
3mg/kg gq2w IV* _ (n=359)
(n=314) (n=316) (n=315) =25
Median PFS, mos 11.5 (8.9 — 20.0) 6.9 (5.1 -10.2) 2.9(2.8-3.1) 10.2 (6.5-15.4) 4.6 (3.5-6.5)
PFS % 31% 23% 6% 30% 22%
HR vs Ipi 0.42 (0.35 - 0.51) 0.54 (0.45 — 0.65) 0.79 (0.66 - 0.95)

Median OS, mos

71.9 (38.2-114.4) 36.9 (28.2-58.7) 19.9 (16.8-24.6)

51.0 (34.0-NR)

34.1 (25.2-44.7)

0S (%) 43% 37% 19% 49% 39%
HR vs Ipi 0.53 (0.44 — 0.65) | vsIpi0.63 (0.52 —0.76) 0.80 (0.66 — 0.99)
ORR 50% 42% 15% 44% 34%
CR 19% 17% 5% 20% 19%
PR 31% 25% 9% 24% 15%

*Nivo: 240 mg q2w or 480 mg g4w

N EnglJ Med. 2025 Jan 2;392(1):11-22

Tawbi et al., NEngl J Med 2022;386:24-34.

© 2025 Cornerstone Specialty Network. All rights reserved.
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FDA approvals: Current Category 1 regimens

Combination therapy (preferred) Monotherapy
Nivolumab/Ipilmumab Nivolumab/Relatlimab Pembrolizumab Nivolumab
(Opdivo/Yervoy) (Opdualag) (Keytruda) (Opdivo)

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.

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.

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.

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

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.

COrners tO ne h@{ Discuss the decision-making process between a combination therapy versus a monotherapy

specialty network >
« >

© 2025 Cornerstone Specialty Network. All rights reserved.



||||. ARS Results from HCP Participants

Very aware 11.1%

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

Aware 37.0%

led to the approval of
nivolumab/relatlimab-
rmbw for metastatic Somewhat aware 44.4%
melanoma?
Not aware ' 7.4%
© 2095 Gormerstone Specialy Network Allrights reservec

Answered: 27



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

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

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

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

A propensity score model VO + RELA VO + IP1 B NIVO + RELA NIVO + IPI
was used to generate inverse A (n = 349) (n = 307) (n =339 n = 297)
. Events, No. 225 174 Events, No. 225 174
probability of treatment Median, months (85% € 10.2 (8.2-14.8) 115 (5.9-208) Median, months (95% CI) 12.0 (8.2-17.1) 11.2 (8.5-18.1)
. . . a HR (95% CI)° 1.08 (0.88-1.33)
weighting (IPTW),9 which 100 — HR (95% CI 1.14(0.94°1.39) 100
adjusted for any imbalances
in the distribution of 80 80 1
baseline characteristics _
. — 60 -
between the two trials (Data x 601 =
w w ]
‘ Sgpplgment). The. 2, N L 0 4o : NIVO + P!
distribution of baseline , ' {39% bow
characteristics was 20 | 34% NIVO 1 RELA 20 - NIVO + RELA
compared between the | f f |
weighted cohorts using a 0 : : . : . : . : : . : 0 ; j . : . : : [ . . :
standardized mean 0 6 12 18 24 30 36 42 48 54 60 66 0 6 12 18 24 30 36 42 48 b4 60
difference (SMD) of <0.2 to Time (months) Time (months)
indicate balance between No. at risk: No. at risk:
NIVO + RELA 349 197 155 126 116 103 86 72 57 37 3 0 NIVO + RELA 339 194 157 129 117 103 85 70 55 35
treatments. NIVO+IPI 307 173 13 124 111 102 9% 8 0 0 0 0 NIVO+IPI 297 167 130 117 106 97 94 8 0 0

Long et al., J Clin Oncol 00:1-9

© 2025 Cornerstone Specialty Network. All rights reserved.

DOI https://doi.org/10.1200//C0.24.01125



ASCO 2024. Abstr. 9557

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

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

A NIVO + RELA NIVO + IPI
{n = 349) (n =307)
Events, No. 169 136
Median, months (95% Cl) 54.8 (34.1-NR) NR (39.1-NR)
HR (95% CI)° 1.02 (0.81-1.28)
100 —
80
S 60 362% NIVO + IPI
:  55%
S i - : NIVO + RELA
20 —
0 T ; T ; T ; T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66
Time (months)
No. at risk:

NIVO + RELA 349 302 268 239 212 194 170 143 115 109 22
NIVO + IPI 307 259 221 204 193 182 175 21 0 0 0

© 2025 Cornerstone Specialty Network. All rights reserved.

B NIVO + RELA NIVO + IPI
(n=339) (n =297)
Events, No. 169 136
Median, months (95% CI) NR (38.6-NR) NR (37.1-NR)
HR (95% CI)* 0.94 (0.75-1.19)
100
80 —
= 60 6200 R NIVO + RELA
Y ’ 157% NIvO + IPI
o 40 !
20
0 I T ; 1 ; 1 I I 1 1
0 6 12 18 24 30 36 42 48 54 60 66
Time (months)
No. at risk:

NIVO + RELA 339 295 263 237 212 195 170 141 111 105 21 0
NIVO + IPI 297 250 211 195 184 174 167 21 0 0 0 0

Long et al., J Clin Oncol 00:1-9
DOl https://doi.org/10.1200/1C0.24.01125



Indirect Treatment Comparison: RELATIVITY-047 and CheckMate-067

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

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

Nivo/Rela
No., (%

o (%) (n=349)
Any Grade Adverse Event 99.1%
e Grade3or4 46.1%
Any Grade Treatment-Related

85%
Adverse Event
0,

e Grade3or4 22%
Any Grade Leading to 17%

Discontinuation of Treatment

Before weighting

After weighting

Nivo/lpi Nivo/Rela Nivo/lpi
(n=307) (n=339) (n=297)
99.7% 99.1% 99.7%
76.2% 46.2% 78.9%
96% 85% 96%
59% 23% 61%
39% 17% 41%

© 2025 Cornerstone Specialty Network. All rights reserved.

L

In your opinion, how
impactful is the indirect
treatment comparison of
RELATIVITY-047 and
CheckMate-067?

Long et al., J Clin Oncol 00:1-9
DOl https://doi.org/10.1200/JC0.24.01125



||||. ARS Results from HCP Participants

Preference for dual ICI
therapy followed by dual ICI 26.9%
therapy

What is your preferred Preference for dual ICI

. therapy followed by single 65.4%
sequencing strategy for agent ICI
patients With untreated Preference for single ICI

. . therapy followed by dual | 0.0%
metastatic melanoma if agentICI
BRAF V600I:: mutation Ursure I S

negative?
Other | 0.0%

© 2025 Cornerstone Specialty Network. Allrightsreserved
Answered: 26



||||. ARS Results from HCP Participants

Preference foradual IClI
therapy

How will the presented
challenging case impact Preference for single agent
your current prescribing e herapy
behavior in the 1L setting
for metastatic Unsure
melanoma?

Other

© 2025 Cornerstone Specialty Network. Allrightsreserved

I 4.3%

0.0%

0.0%

95.7%

Answered: 23



Consider a similar patient but with BRAF V600E mutated metastatic melanoma

68-year-old female
Presented with

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

brown/black spot
approximately 8 mm > BRAF V600E
in diameter on back of mutated

thigh noted Metastatic melanoma

(,«fc- [, )
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||||. ARS Results from HCP Participants

Nivolumab / ipilimumab
Nivolumab / relatlimab-rmbw

Pembrolizumab +ipilimumab

If BRAF V600E mutation

Pembrolizumab

positive, what would be

your preference in the 1L

setting?

Nivolumab

Dabrafenib/trametinib

Vemurafenub/cobimetinib

Encorafenib/binimetinib

Other

© 2025 Cornerstone Specialty Network. Allrightsreserved

62.5%

Answered:

24



NCCN Guidelines
Version 2.2025 — January 28, 2025

What would you do

if BRAF V600

mutation positive?

cornerstone
specialty network

National
Comprehensiv
iv[ol®)yB Cancer
Network®

e NCCN Guidelines Version 2.2025
Melanoma: Cutaneous

MCCHN Guidelines Index
Table of Contents
Discussion

Metastatic or

unresectable |»

disease

SYSTEMIC THERAPY FOR METASTATIC OR UNRESECTABLE DISEASE®P:¢

FIRST-LINE THERAPY

Preferred regimens
« Combination checkpoint blockaded

(preferred)
» Nivolumab/ipilimumab (category 1)e.f.g.h
» Nivolumab and relatlimab-rmbw
(category 1)f¢9
* Anti-PD-1 monotherapyd:f9
» Pembrolizumab (category 1)
» Nivolumab (category 1)!

Other recommended regimens
+* Combination targeted therapy if BRAF

V600 mutation positivelk.lm:n

» Dabrafenib/trametinib (category 1)

» Vemurafenib/cobimetinib (category 1)

» Encorafenib/binimetinib (category 1)
* Pembrolizumab/low-dose ipilimumab®

(category 2B)

Footnotes on MELSYS 1A of 7

Mote: All recommendations are category 2A unless otherwise indicated.

-

Disease
progression,
intolerance,
and/or
projected risk
of progression
with
BRAF-targeted
therapy

SECOND-LINE OR SUBSEQUENT THERAPYP

Preferred regimens
» Anti-PD-1 monotherapy™®
» Pembrolizumab
» Nivolumab'
» Nivolumab/ipilimumab®¢:9
» Nivelumab and relatlimab-rmbw!@r
» Pembrolizumab/low-dose ipilimumab for progression following
anti-PD-1 therapy"9
* Combinatijon targeted therapy with BRAF V600 mutation
positiveklmn
» Dabrafenib/trametinib
» Vemurafenib/cobimetinib
» Encorafenib/binimetinib
» Tumor-infiltrating lymphocyte therapy (TIL)®
¢ Lifileucel

» [pilimumabf

» High-dose IL-2"

Useful in certain circumstances

* For activating mutations of KIT
» KIT inhibitor therapy

(eg, imatinib, dasatinib, nilotinib, ripretinib)

* For ROS1 fusions
» Crizotinib, entrectinib

* For NTRK fusions
» Larotrectinib, entrectinib

» For BRAF fusions and non-V600 mutations"

» Trametinib

* For NRAS-mutated tumors (for progression following immune
checkpoint inhibitor therapy)
» Binimetinib" (category 2B)

* Combination therapy
» Pembrolizumab/lenvatinib™
¢ Ipilimumabf/intralesional T-VEC (category 2B)

* Combination BRAF/MEK + PD(L)-1 checkpoint inhibitors
(eg, dabrafenib/trametinib + pembrolizumab or vemurafenib/
cobimetinib + atezolizumab* if BRAF V600 mutation positive)Y

* Cytotoxic agents (MELSYS 2 of 7)

* Consider best supportive care for poor performance status

(NCCN Guidelines for Palliative Care}

References

MELSYS
10F7

Version 2 2028, 12625 © 2025 Nalional Comgrehensive Cancer Network™ (MCCN®), All righls reserved. NCCN Guidelines® and ihis illusiralion may nol be repraduced in any Torm withoul ihe exprass wrilten permission of NCCH.



Key
Takeaways

cornerston

specialty network

Metastatic Melanoma

Patient case: untreated metastatic disease

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

Cornerstone Specialty Network, LLC
© 2025 Cornerstone Specialty Network. All rights reserved. Confidential — Not for Distribution
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