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MEETING SNAPSHOT

DATE: 
June 26, 2021

PANEL: Key experts in 
melanoma
> 5 from US
> 1 from Europe

DISEASE STATE AND 
DATA PRESENTATIONS 
by key experts

MELANOMA-SPECIFIC 
DISCUSSIONS on 
therapeutic advances and 
their application in clinical 
decision-making

VIRTUAL 
CLOSED-DOOR 
ROUNDTABLE

INSIGHTS REPORT 
including postmeeting 
analyses and actionable 
recommendations
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PANEL CONSISTING OF 5 US AND 1 EUROPEAN 
MELANOMA CANCER EXPERTS

CHAIR:
Jeffrey Weber, MD, PhD

Laura and Isaac 
Perlmutter Cancer Center

Adi Diab, MD
MD Anderson Cancer Center

Ragini Kudchadkar, MD
Winship Cancer Institute

Omid Hamid, MD
The Angeles Clinic and 
Research Institute

Alexander Eggermont, MD, PhD
Princess Maxima Center for 

Pediatric Oncology

Hussein Tawbi, MD, PhD
MD Anderson Cancer Center
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MEETING AGENDA (1/2)

Time (EDT) Topic Speaker/Moderator
10.00 AM – 10.05 AM Welcome, Introductions, and Meeting Objectives Jeffrey S. Weber, MD, PhD

10.05 AM – 10.15 AM
New Perspectives in Melanoma Adjuvant and Neoadjuvant 
Therapy Alexander Eggermont, MD, PhD

10.15 AM – 10.35 AM Discussion
10.35 AM – 10.40 AM Key Takeaways
10.40 AM – 10.50 AM Emerging Insights in Relapsed/Refractory Metastatic Melanoma Adi Diab, MD
10.50 AM – 11.10 AM Discussion
11.10 AM – 11.15 AM Key Takeaways
11.15 AM – 11.20 AM Evolution of Immunotherapy for 1L Metastatic Melanoma Hussein Tawbi, MD, PhD
11.20 AM – 11.35 AM Discussion
11.35 AM – 11.40 AM Key Takeaways
11.40 AM – 11.45 AM Break
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MEETING AGENDA (2/2)

Time (EDT) Topic Speaker/Moderator

11.45 AM – 11.50 AM
1L BRAF-Mutated Metastatic Melanoma – Strategies to 
Improve on MAPK-Targeted Therapies Jeffrey S. Weber, MD, PhD

11.50 AM – 12.10 PM Discussion
12.10 PM – 12.15 PM Key Takeaways
12.15 PM – 12.25 PM New Perspectives in the Management of SCC Omid Hamid, MD

12.25 PM – 12.45 PM Discussion

12.45 PM – 12.50 PM Key Takeaways
12.50 PM – 1.00 PM Emerging Advances in the Management of BCC Ragini Kudchadkar, MD
1.00 PM – 1.20 PM Discussion
1.20 PM – 1.25 PM Key Takeaways
1.25 PM – 1.30 PM Closing Remarks and Adjourn Jeffrey S. Weber, MD, PhD
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FLASH REPORT
Key Takeaways



KEY TAKEAWAYS: NEW PERSPECTIVES IN MELANOMA 
ADJUVANT AND NEOADJUVANT THERAPY 
ADJUVANT AND ADVANCED THERAPY NEOADJUVANT THERAPY

Targeted therapy in the adjuvant setting is perceived to be of 
similar efficacy as immunotherapy
> Results from the COMBI-AD trial look as good as KEYNOTE-

054 results, in a similar population

Some experts prefer to give targeted therapy upfront and hold 
immunotherapy for later lines in order to use immunotherapy 
more successfully at relapse

Experts are impressed with the progression-free survival (PFS) 
of relatlimab + nivolumab (nivo) in the RELATIVITY-047 trial
> There is some concern among advisors that PFS in the  

nivolumab-alone arm was quite short
> While the preliminary data are intriguing, the experts look 

forward to seeing more data. If future results are supportive, 
many will be interested in using anti-LAG3 + nivo therapy

> Experts are also looking forward to an anti-LAG3 + nivo 
adjuvant/neoadjuvant study, as this regimen is perceived to be 
nontoxic

The experts like neoadjuvant strategies and believe they will 
work well in melanoma
> In the neoadjuvant setting, checkpoint inhibition strategies are 

perceived by experts to be superior to the targeted-therapy 
approaches

The experts question whether adjuvant therapy will continue to 
be necessary with successful neoadjuvant approaches
> In the NANDINA trial, experts believe there will be the option of 

giving no adjuvant therapy if the patient has a near pathologic 
complete response (pCR) or pCR
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KEY TAKEAWAYS: EMERGING INSIGHTS IN RELAPSED/ 
REFRACTORY METASTATIC MELANOMA
INTRALESIONAL IMMUNOTHERAPY OTHER INVESTIGATIONAL APROACHES

Experts have serious concerns regarding the use of 
intralesional therapy for melanoma
> So far, the data from 2 intralesional trials have been negative. If 

one of the next 2 trials is also negative, experts see this being 
the end of intralesional approaches

> While the biology of the approach is perceived as compelling, it 
has not translated to positive study outcomes

There is enthusiasm for tumor-infiltrating lymphocyte (TIL) 
therapy for refractory metastatic melanoma. However, one 
issue with TIL therapy is the requirement for interleukin-2 (IL-2) 
> The use of high-dose IL-2 will be confined to a few centers, and 

there is a limited number of physicians who are trained in 
administering it

> Additionally, experts are concerned about the toxicity of IL-2

The experts are also enthusiastic about lenvatinib + 
pembrolizumab therapy 
> Experts hope to see this combination ultimately make it to 

registration

Indoleamine 2,3-dioxygenase (IDO) vaccines are another 
unique approach that has garnered some interest among 
experts
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KEY TAKEAWAYS: EVOLUTION OF IMMUNOTHERAPY FOR 1L 
METASTATIC MELANOMA
NIVOLUMAB COMBINATIONS BIOMARKERS OF EFFICACY AND IRAEs

Expert consensus is that the RELATIVITY-047 trial is 
promising, but not yet practice changing
> It is not yet clear whether anti-LAG3 + nivo will replace 

ipilimumab (ipi) + nivo; however, this combination is seen as an 
option for patients who may have unacceptable toxicity from ipi 
+ nivo combination therapy and would have gone on to 
pembrolizumab or nivo alone

> It was again noted that the PFS in the nivo-alone arm was short, 
although this could be due to a different regimen in this trial (8-
week scans vs 12-week scans)

Experts are impressed with nivo + IDO/programmed cell death 
protein 1 ligand 1 (PD-L1) peptide vaccine and believe this 
approach deserves a closer look 

There is not currently a good biomarker for clinical efficacy of 
checkpoint inhibitors
> None of the current attempts at finding a biomarker of response, 

including area under the receiver operating characteristic of 
tumor mutational burden (TMB), multiplex 
immunohistochemistry, PD-L1 expression, and gene expression 
profiles, have identified a candidate. Experts believe a 
biomarker of clinical efficacy still requires more investigation

> The pCR rate in the neoadjuvant strategy is seen as a predictor 
of response

Even though there are some promising early data with auto-
antibody baseline studies, there are not yet clinically useful 
data to predict immune-related adverse events (IRAEs) 
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KEY TAKEAWAYS: 1L BRAF-MUTATED METASTATIC MELANOMA 
– STRATEGIES TO IMPROVE ON MAPK-TARGETED THERAPIES
TRIPLET THERAPY IN BRAF-MUTATED DISEASE SEQUENCING IN BRAF-MUTATED DISEASE

While triplet regimens showed improved PFS compared with 
doublet therapy, the role for triplet therapy in first-line BRAF-
mutated metastatic melanoma is unclear at this point
> Ipi + nivo is still the experts’ preferred first-line (1L) therapy for 

most BRAF-mutated patients, unless there is a contraindication
> Triplet therapy might be considered in frontline for BRAF-

mutated patients if the patient has high disease burden or 
presents with brain metastases and is unable to receive ipi + 
nivo 

> Some experts may use triplet therapy over doublet BRAF/MEK 
inhibition after failure of single-agent PD-1 inhibition in a BRAF-
mutated patient

The optimal sequencing strategy for immunotherapy and 
targeted therapy in BRAF-mutated melanoma is currently 
unknown
> Expert opinion is that the DREAMseq trial will ultimately 

determine the optimal sequencing strategy; however, this trial is 
taking a long time to enroll because of patients’ perception that 
they will not do well if they receive targeted therapy upfront

Some experts would give a brief course of BRAF/MEK 
inhibition first to trigger response and before patients become 
resistant, followed by ipi + nivo or PD-1 inhibition alone
> It is not clear to the experts that immunotherapy will be able to 

overcome resistance
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KEY TAKEAWAYS: NEW PERSPECTIVES IN THE 
MANAGEMENT OF SQUAMOUS CELL CARCINOMA 
EVOLVING MANAGEMENT OF SCC UPCOMING THERAPIES

Practice-changing data include the ability to use cemiplimab 
and pembrolizumab for locally advanced and metastatic 
disease
> Experts have seen great responses to single-agent 

immunotherapy in squamous cell carcinoma (SCC)

Experts are using neoadjuvant single-agent immunotherapy 
with success 
> It was noted that physicians in the US are less constrained and 

are using neoadjuvant therapy off-protocol. Physicians in the EU 
are likely putting their SCC patients in trials for neoadjuvant 
immunotherapy; expert opinion is that these trials will likely turn 
out well 

Resistance mechanisms in SCC have not attracted the same 
level of attention as they have in melanoma
> Experts believe the same approach of adding drugs with 

differing mechanisms will help overcome resistance
> Experts stressed that the more interesting combination studies 

have not been pursued vigorously; the experts agree that the 
same treatments that are useful for melanoma will be useful for 
SCC

Experts support the idea of local therapy in SCC
> This could be a potential niche for agents such as talimogene 

laherparepvec (T-VEC), CMP-001, SC-101, or any new 
oncolytic drugs coming in the future
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KEY TAKEAWAYS: EMERGING ADVANCES IN THE 
MANAGEMENT OF BASAL CELL CARCINOMA
IMMUNOTHERAPY IN BCC EMERGING TREATMENT OPTIONS IN BCC

Consensus among experts is that Hedgehog inhibitors are 
falling out of favor because of high toxicity; incorporating 
immunotherapy into treatment regimens is preferred
> Most physicians in the US will quickly move on to 

immunotherapy from Hedgehog inhibitors, because of 
intolerance

> Hedgehog inhibitors will likely move to 2L or in combinations, or 
in the small percentage of patients who need a more rapid 
response from frontline therapy

Experts are enthusiastic about new frontline combination 
immunotherapies in basal cell carcinoma (BCC)

Experts believe that new neoadjuvant regimens will come 
forward for advanced BCC
> Neoadjuvant approaches could reduce the impact of or 

eliminate the need for surgery
> Experts believe it is unlikely that adjuvant regimens are 

necessary in this setting
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GLOBAL PERSPECTIVES



New Perspectives in 
Melanoma Adjuvant and 
Neoadjuvant Therapy



UPDATES ON APPROVED ADJUVANT THERAPIES

Pembrolizumab
> In KEYNOTE-054, pembrolizumab showed recurrence-free survival (RFS) and distant 

metastasis-free survival (DMFS) benefit over placebo for all patients, regardless of PD-L1 
status or disease substage. Patients with BRAF-mutated disease showed a greater benefit 
from pembrolizumab therapy
− At 3 years, the reported RFS benefit in BRAF-mutant patients was 25%
− DMFS analysis at 3.5 years demonstrated a 17% benefit overall in the 

pembrolizumab arm and a 20% benefit for BRAF-mutant patients
> Most recently, SWOG S1404 demonstrated that pembrolizumab is superior in RFS to 

standard of care (SOC; high-dose interferon or ipi)
Ipilimumab 
> In the EORTC 18071 trial, ipi showed overall survival (OS) benefit over placebo, but the 

high dose led to toxicity and 54% treatment discontinuation
Nivolumab
> In CheckMate 238, nivo was compared with high-dose ipi. Nivo was superior to ipi in RFS 

and DMFS, but no difference in OS was observed, likely because the crossover benefits to 
the ipi arm were more extensive than for the nivo arm

Dabrafenib + Trametinib
> In the COMBI-AD trial, the combination of dabrafenib and trametinib in BRAF-mutant 

melanoma showed benefit over placebo in RFS and DMFS

UPDATE ON MELANOMA ADJUVANT AND NEOADJUVANT 
THERAPY DEVELOPMENTS (1/3)
PRESENTED BY ALEXANDER EGGERMONT, MD, PHD
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IMMUNOTHERAPY COMBINATION TRIALS

> The CheckMate 915 trial of nivo + ipi vs nivo alone failed to 
show any benefit, because ipi was dosed at 1/6 the dose given 
in the EORTC 18071 trial

> The IMMUNED study used ipi at the standard dosing schedule 
(3 mg/kg every 3 weeks) in combination with nivo vs nivo alone 
in resected stage IV disease. Ipi + nivo combination therapy was 
superior to nivo alone and far superior to placebo

UPDATE ON MELANOMA ADJUVANT AND NEOADJUVANT 
THERAPY DEVELOPMENTS (2/3)
PRESENTED BY ALEXANDER EGGERMONT, MD, PHD
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ADJUVANT THERAPY FOR HIGH-RISK STAGE II

Several trials investigating adjuvant therapy in high-risk stage 
II melanoma are currently ongoing, and results are eagerly 
awaited
> KEYNOTE-716 will establish the efficacy of pembrolizumab 

adjuvant therapy in patients with surgically resected high-risk 
stage II melanoma

> CheckMate 76K will investigate nivo therapy after complete 
surgical resection in stage IIB/C patients

> NivoMela utilizes the MelaGenix gene expression profiling score 
to determine risk for assigning patients to nivo adjuvant therapy

> The EORTC 1902 trial of adjuvant encorafenib + binimetinib in 
stage II melanoma will use the Clinicopathological and Gene 
Expression Profile algorithm to identify high-risk, sentinel node-
negative patients
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NEOADJUVANT IMMUNOTHERAPY DEVELOPMENTS

Neoadjuvant approaches can show durable pathologic responses
> The OpACIN study found that neoadjuvant treatment with ipi + nivo 

expanded more tumor resident T-cell clones than did adjuvant 
treatment with the same regimen

> On the basis of the high toxicity rates observed in OpACIN, OpACIN-
neo reduced the dose of ipi and increased the dose of nivo, resulting in 
a reduction in grade 3–4 toxicities while maintaining pathologic 
response rates
− Among patients with a pathologic response, only 1 has relapsed
− In the extension PRADO trial, 60% of patients no longer required 

central lymph node dissection or adjuvant therapy

Anti–PD-1 + anti-cytotoxic T-lymphocyte antigen 4 (CTLA-
4) combination therapy is currently the most successful 
neoadjuvant strategy
> Anti–PD-1 + anti–CTLA-4 combination therapy 

demonstrated superior RFS over anti–PD-1 monotherapy
> Combination immunotherapy and targeted therapy 

approaches have similar response rates; however, 
immunotherapy leads to better RFS in patients with 
pathologic response

> The planned NADINA study will further evaluate ipi + nivo 
neoadjuvant therapy compared with adjuvant nivo alone

Neoadjuvant therapy with the anti-LAG3 antibody 
relatlimab + nivo showed an impressive response rate 
and relapse-free survival in patients with resectable stage 
III disease in a phase II trial

UPDATE ON MELANOMA ADJUVANT AND NEOADJUVANT 
THERAPY DEVELOPMENTS (3/3)
PRESENTED BY ALEXANDER EGGERMONT, MD, PHD
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Key Insights: Adjuvant and 
Neoadjuvant Therapy in 
Melanoma



EXPERT PERSPECTIVES ON NEW APPROACHES TO 
ADJUVANT AND NEOADJUVANT THERAPY

BEMPEGALDESLEUKIN

Experts are impressed with the data for bempegaldesleukin 
(bempeg) so far and see it as having potential for use in the 
adjuvant setting 
> Interleukins are seen as an approach that will help achieve a good 

CR or deep partial response (PR)
> The immune analysis data support the idea that there is a different 

mechanism of action with this agent that increases T-cell infiltration 
and increases new clonotypes to recognize more tumor antigens

> The experts look forward to the results of the phase III trial
− Experts hope to see the high CR rates maintained

> One expert suggested that the IDO peptide vaccine from IO Biotech 
used in combination with nivo could be a potential competitor for this 
space, on the basis of high CR rates

RISK STRATIFICATION

Experts believe there should be more studies that look at risk-
stratification beyond staging in stage II and III melanoma
> The European studies that are utilizing risk stratification (EORTC 

1902, NivoMela) are appreciated by the experts

Dr Tawbi:
[On risk stratification] We know we have effective 
therapy; we just need to figure out who needs it, how to 
deploy it, and make sure that we maximize the benefit 
and decrease the risk. 

“
RELATLIMAB

Experts are enthusiastic about the neoadjuvant relatlimab 
+ nivo data and look forward to more data in the future
> Experts especially appreciate that there was no grade 3/4 

toxicity reported in the neoadjuvant setting after 2 doses of 
this regimen

> However, experts are not ready to make this regimen part of 
their practice and would like to see phase III data 

“
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EXPERTS PROVIDED INSIGHTS INTO ADOPTING 
NEOADJUVANT APPROACHES

NEOADJUVANT THERAPY

Experts are excited about neoadjuvant therapy and think it will eventually 
reduce the extent of or the need for surgical interventions

Experts disagree on the number of patients who would be eligible for 
neoadjuvant therapy
> One expert believes relatively few patients would be candidates for 

neoadjuvant therapy, since the majority of stage III patients have sentinel 
node-only disease rather than palpable nodal disease 

> Another expert cautioned to not underestimate the number of patients who 
will have palpable nodes or measurable disease who would be surgically 
treated during the course of their disease

The experts think it is still too early to say whether the patient would still 
need adjuvant therapy if they had a near PR on neoadjuvant therapy 
> Experts would like to see randomized large-scale trials. If patients who have 

a major response do not recur, then the experts would feel comfortable 
talking about stopping therapy

One expert asserted that surgery for oligometastatic stage IV disease will 
eventually disappear after neoadjuvant ipi + nivo
> Their rationale is that since relapse rates are currently high after surgery, 

neoadjuvant therapy should instead be preferred here, as it treats the whole 
disease

Dr Kudchadkar:
I think the surgical role will just change. I don't 
think we're going to completely eliminate it . . . 
I think the role will just evolve, and surgeons 
will be involved for local/regional recurrences, 
oligometastatic, isolated progressions, and not 
necessarily in the upfront setting for patients. 

“

“
Dr Eggermont:
It will change everything in the management 
of melanoma patients. Why? Because it will 
lead to more cures, shorter treatments, and 
less surgery.

“ “
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Emerging Insights in 
Relapsed/Refractory 
Metastatic Melanoma



CHALLENGES IN RELAPSED/REFRACTORY THERAPY

Currently, it is challenging to determine the optimal 2L therapy 
after failure of 1L PD-1/L1 blockade
> A meta-analysis of 14 studies in the relapsed/refractory setting 

showed disappointing response rates across immunotherapies with 
different mechanisms of action
− The studies had a pooled objective response rate (ORR) of 

17%–18%, with only a couple of studies showing an ORR 
appreciably higher than the pooled rate

> Continuing PD-1/L1 blockade beyond Response Evaluation Criteria 
in Solid Tumors progression on 1L immunotherapy yields an ORR of 
19%–28% 

> Anti–CTLA-4 + anti–PD-1 demonstrates a pooled ORR of 19%–31% 
− For future trials in the relapsed/refractory space, anti–CTLA-4 

+ anti–PD-1/L1 is a logical control arm for drug development

EMERGING INSIGHTS IN RELAPSED/REFRACTORY MELANOMA 
(1/3)
PRESENTED BY ADI DIAB, MD

Low-dose ipi + pembrolizumab following 
progression on anti–PD-1
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EMERGING INSIGHTS IN RELAPSED/REFRACTORY MELANOMA 
(2/3)
PRESENTED BY ADI DIAB, MD

TUMOR-INFILTRATING LYMPHOCYTES

In the phase II C-144-01 study, adoptive transfer of TILs 
(lifileucel) showed durable long-term responses
> All patients in this study had been previously treated with 

anti–PD-1/L1 and most with anti–CTLA-4
> The reported ORR was 36.4%, and the median duration 

of response was not reached after median follow-up of 
33.1 months

C-144-01 (lifileucel)

TKI + IMMUNOTHERAPY

In LEAP-004, lenvatinib + pembrolizumab showed overall promising 
responses in patients who had progressed on anti–PD-1/L1, but 
ultimately did not demonstrate an additive or synergistic effect of 
tyrosine kinase inhibitor (TKI) and immunotherapy
> Lenvatinib + pembrolizumab was associated with an ORR of 21.4%; 

patients for whom prior anti–CTLA-4 + anti–PD-1/L1 had failed had a 
slightly higher response rate of ~31%
− Of note, 55% of patients in this trial had abnormal lactate 

dehydrogenase (LDH) levels, and 20% have 2× normal LDH
> While the response rate of this regimen is promising, the durability and 

tolerability are disappointing
− There was substantial toxicity, requiring dose interruptions or 

reductions in over half of the patients
− It is likely that the observed response is driven more by the 

targeted therapy, on the basis of the short duration of responses

Lenvatinib + pembrolizumab
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EMERGING INSIGHTS IN RELAPSED/REFRACTORY MELANOMA 
(3/3)
PRESENTED BY ADI DIAB, MD

INTRATUMORAL THERAPY

In theory, intratumoral therapy can be used to help patients who 
have not had spontaneous immune response against their 
cancer; however, the biology has not always translated into 
positive outcomes
> Results from intratumoral Toll-like receptor 9 (TLR-9) agonist CMP-

001 in combination with pembrolizumab have been promising, with 
a reported ORR of 23.5%
− Some patients had further responses driven by the target 

lesion, which led to reduction in size of distant, noninjected 
lesions

− Nivo + intratumoral CMP-001 is also being evaluated for use 
in the refractory setting, as it showed an impressive MPR of 
60% in the neoadjuvant setting

> In the phase Ib portion of MASTERKEY-265, T-VEC and 
pembrolizumab demonstrated a 62% response rate; however, the 
phase III expansion has stopped accruing due to futility

> In the phase I/II ILLUMINATE-204 trial, the TLR-9 agonist 
tilsotolimod in combination with ipi showed both local and distant 
responses, and there was evidence that antigen-presenting 
machinery was activated; however, the phase III ILLUMINATE-301 
failed to meet its primary endpoint

CMP-001 + pembrolizumab
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Key Insights: Relapsed/ 
Refractory Melanoma



EXPERTS DISCUSSED NEW APPROACHES TO THERAPY IN 
THE RELAPSED/REFRACTORY SETTING (1/2) 

Dr Kudchadkar:
[On TIL therapy] I think we’re going to get a lot better 
at that in general in developing the cells and 
shortening the time frame in our ability to give it. As it 
is, even with positive results, it's such a select 
population that are going to be able to go and get
these therapies, so I’m hopeful that will change as 
well in the next 5 years.

“
“

TUMOR-INFILTRATING LYMPHOCYTES

Experts are enthusiastic about the investigational TIL therapy 
lifileucel and feel the data are practice changing
> Experts would use lifileucel after single-agent anti–PD-1, nivo + 

anti-LAG3, or nivo + ipi

Adoptive cell therapy in general is perceived to be in its 
infancy; however, the data are compelling, and experts are 
convinced it will find its way into SOC in the second line
> The complexity of TIL therapy may limit its applications outside 

major academic centers. Experts hope it becomes more 
accessible in the next 5 years
− Future TIL compounds may not depend on high-dose IL-2 

or high-dose chemotherapy for lymphocyte depletion
− One expert’s approach to shorten the time frame to 

administer therapy is to harvest and grow the TILs while 
the patient is on ipi + nivo; if circulating tumor DNA does 
not decrease to 0 by week 6–7, then the prepared TILs can 
be administered

27



EXPERTS DISCUSSED NEW APPROACHES TO THERAPY IN 
THE RELAPSED/REFRACTORY SETTING (2/2) 

Dr Tawbi:
I don’t want pharma to be moving away from doing 
refractory phase IIIs. We need that. 

“ “

INTRATUMORAL AGENTS

Experts are disappointed that there were 2 failures of phase III trials 
of intratumoral agents, and hope that it is not the end of 
intratumoral approaches, because they clearly demonstrate activity
> Experts feel the trial populations are too broad currently; a strategy

for success in the future could include better biomarkers to identify 
who will benefit most

Dr Weber:
In terms of relapsed/refractory metastatic melanoma, 
I think that we'll soon see lots of people doing things 
like LAG3-nivo and other imaginative doublets, but I 
think that ipi-nivo is here to stay. It'll become perhaps 
second-line mainstay, or you could go the other way.  
You could get ipi-nivo upfront as neoadjuvant therapy, 
and then if you relapse eventually, you'll go on 
something like nivo-rela or nivo-rela-TIM3, perhaps.  
So, I think there are lots of useful items that would be 
coming to the fore in 2L. 

“

“

TKI + IMMUNOTHERAPY

Experts find the TKI + immunotherapy data in LEAP-004 impressive 
and compelling, and think this will be an option for use in the future
> Biologically, TKI in combination with immunotherapy is perceived to 

be a good approach, since several mechanisms of resistance 
converge on the vascular endothelial growth factor pathway 

> Experts also recognize that TKIs offer additional benefit on top of 
anti–PD-1 alone in patients who are PD-1 refractory
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Evolution of Immunotherapy 
for 1L Metastatic Melanoma



IPILIMUMAB + NIVOLUMAB

Immunotherapy is the standard in advanced melanoma, and recent 
practice has largely been guided by CheckMate 067 
> The recently reported 6.5-year follow-up data from CheckMate 067 

showed OS with ipi + nivo is 50% at 6 years
− Additional analysis demonstrated impressive OS of almost 90% 

in patients who had a CR on ipi + nivo or nivo alone
− However, this also highlights the fact that there is still room for 

improvement in patients who do not have a response 
> BRAF-mutant patients have a larger added benefit from the combo vs 

nivo alone. Additionally, patients with liver metastases who tend to do 
worse in general still received around the same benefit from 
combination therapy

> Treatment with ipi + nivo resulted in 55% grade 3–4 toxicities. 
Because of this, many patients stop treatment (median number of 
doses = 3), resulting in long treatment-free intervals

CheckMate 511 improved on the toxicity seen in CheckMate 067
> Doses of ipi were decreased and doses of nivo were increased, 

reducing the rate of toxicity by 20%–25%  
> While the trial was not powered to look at efficacy, the 3-year analysis 

suggests there is no difference in efficacy between the dosing 
regimens

IMMUNOTHERAPY IN MELANOMA (1/2)
PRESENTED BY HUSSEIN TAWBI, MD, PHD

CheckMate 067

TRIPLET THERAPY

Optimal use of triplet therapy is currently unclear
> In the IMspire150 trial, triplet therapy with atezolizumab 

(atezo), vemurafenib (vemu), and cobimetinib (cobi) 
showed significant improvements in PFS 

> However, another triplet of spartalizumab, dabrafenib, and 
trametinib did not show a statistically significant benefit in 
the COMBI-i trial and failed to meet its primary endpoint

IMspire150
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NEW IMMUNOTHERAPY COMBINATIONS

New immunotherapy combinations are necessary; even with the success of ipi + nivo, around 50% of patients still die from their disease

RELATIVITY-047 demonstrated PFS benefit with relatlimab (anti-LAG3) + nivo over nivo alone 
> The reported median PFS for relatlimab + nivo was around 10 months, compared with 4.6 months with nivo alone, with an impressive hazard 

ratio of 0.75
− Median PFS for nivo alone was short, as a result of the second restaging occurring at 8 weeks

> 70% of patients in the trial were LAG3 positive. These patients were well randomized, and no differences between LAG3-positive and 
-negative patients were observed

> Overall, patients did well across the board, even those with factors prognostically associated with worse outcome

IMMUNOTHERAPY IN MELANOMA (2/2)
PRESENTED BY HUSSEIN TAWBI, MD, PHD
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RELATIVITY-047
BRAIN METASTASES

Immunotherapy is superior to targeted therapy for patients with brain metastases
> Using targeted therapy in a patient with brain metastases gives a good response 

intracranially, but results in shorter PFS in the brain – about half what is seen extracranially
> In CheckMate 204, ipi + nivo in patients with asymptomatic brain metastases gave an 

intracranial response of 55%. The median time to response is short, at only 1.6 months, 
and the responses are ongoing and durable

> Patients with symptomatic brain metastases or who are on steroids show a more limited 
response rate of around 20%



Key Insights: 
1L Immunotherapy



EXPERTS PROVIDED PERSPECTIVES ON NEW AND 
UPDATED DATA FOR 1L IMMUNOTHERAPIES

RELATIVITY-047

Most experts view RELATIVITY-047 as promising, although they are waiting for the data to mature before they decide where it fits
among other therapy options
> Experts do expect this to become an approved regimen soon and think nivo + anti-LAG3 will replace single-agent nivo
> The impact of RELATIVITY-047 was somewhat blunted by the shorter-than-expected PFS for nivo alone

− It is likely that the 8-week restaging scan shortened the median
− One expert commented that phase III trials should be taken as their own independent experiments, because variations in monitoring 

can greatly affect time-dependent variables such as PFS, confounding cross-trial comparisons 
> Experts believe it is too early to say whether nivo + anti-LAG3 will replace ipi + nivo in frontline 

− Experts would first need to see response data and subgroup analyses
− One expert does not think anti-LAG3 will replace anti–CTLA-4, on the basis of differences in the biologic responses. Anti-LAG3 helps 

make already-activated T cells more effective, while anti–CTLA-4 widens the T-cell receptor repertoire, which is of great value to 
patients 

> Experts have additional concerns about using this regimen in BRAF-mutant patients and those with LAG3 <1%
> A nivo + ipi + anti-LAG3 study may be of value; however, there are expected to be issues with toxicity for this combination 

Dr Weber:
In CheckMate 067, a 72-month (ie, 6-year) median 
survival in metastatic disease is simply phenomenal 
and never would have been expected 20 years ago.

“ “
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EXPERTS DISCUSSED OPTIMIZING THERAPY CHOICE WITH 
USE OF BIOMARKERS

PREDICTIVE BIOMARKERS

Rather than more 1L therapy options, the experts feel they 
need biomarkers to determine who should get which therapy 
among those that are already available
> While there are currently some correlative biomarkers for 

single-agent therapy (PD-L1, TMB, and interferon-γ signatures), 
there is no predictive biomarker for combination immunotherapy 
− One option in development is IsoPlexis, which, by 

measuring cytokine secretion in a blood sample, can 
separate responders from nonresponders by day 8, and 
correlates with PFS

The experts think we need to better understand LAG3 as a 
biomarker
> The experts would like to have better answers to what LAG3 is, 

where it is expressed, and whether it is a meaningful biomarker

Dr Kudchadkar:
We need to better design our trials. So, now we have the 
LAG3 combination, but does it really replace who we're 
going to treat with combination? Are we really answering 
the questions that we want to answer for future studies?  
Just to see simple design things when we're designing a 
trial like that, an extra scan at 8 weeks, how that really 
changes how we interpret the data. So, I think all this data 
is great. I think we have more options for our patients, but 
next steps are really figuring out how to best sequence it 
and which population we should use what in.

“

“
BIOMARKERS OF IRAEs

There are currently no clinically useful biomarkers of irAEs
> While serum autoantibodies can be detected before treatment in 

those who have serious toxicities, experts do not feel this 
approach is clinically relevant

> Studies of tissue analysis from patients who have experienced 
toxicity will be beneficial
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1L BRAF-Mutated Metastatic 
Melanoma – Strategies to 
Improve on MAPK-Targeted 
Therapies



BRAF-MEK INHIBITOR THERAPY

There are currently 3 approved targeted therapy combinations. All 
the regimens are associated with high response rate and improved 
PFS and OS
> Median survival data look slightly better with encorafenib + 

binimetinib (33 months vs 25 months); however, this could be 
because encorafenib-binimetinib phase III trials were done much 
more recently 
− It is possible that the other combinations would have similar 

data if the trials were done in the current era
> Not everyone progresses on targeted therapy. One-quarter of patients 

remain progression free at 3 years with dabrafenib + trametinib
> When comparing the targeted therapy regimens to checkpoint 

inhibitors, response rates are higher with targeted, especially with 
vemu + cobi

BRAF-TARGETED THERAPY FOR MELANOMA (1/2)
PRESENTED BY JEFFREY WEBER, MD, PHD
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TARGETED THERAPY OR IMMUNOTHERAPY FIRST?

Optimal sequencing approaches with targeted therapy and 
immunotherapy are still unknown at this point
> Currently, most physicians will use immunotherapy first, 

typically ipi + nivo, on the basis of PFS and OS
> A retrospective analysis of patients who received anti–PD-

1/L1 first vs those who received BRAF inhibition first did not 
have a clear outcome, but did suggest that BRAF-targeted 
therapy after progression on immunotherapy is not effective

> The arm of the SECOMBIT trial that utilized a brief course of 
encorafenib + binimetinib followed by ipi + nivo had the best 
PFS; however, this trial had a short follow-up, and survival 
data are still needed before drawing conclusions

> The trial that will ultimately help determine which sequencing 
strategy is the most optimal has been slow to accrue



BRAF-TARGETED THERAPY FOR MELANOMA (2/2)
PRESENTED BY JEFFREY WEBER, MD, PHD
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TRIPLET THERAPY

In the phase III IMspire150 trial, the triplet regimen of atezo, 
cobi, and vemu demonstrated superior PFS over vemu-cobi in 
1L BRAF-mutant advanced melanoma, resulting in US Food 
and Drug Administration approval in the US
> The PFS data had a late break at 9 months and was statistically 

significant, with a hazard ratio of 0.77 
> The IMspire150 survival data had an even later break, around 

year 2. The reported median OS with triplet therapy was 28.8 
months, compared with median OS of 25.1months in the vem-
cobi arm 

> As anticipated, treatment-related AEs in this study were additive
> Ultimately, it is not clear whether this regimen is much better 

than PD-1/L1 inhibition alone, since the control arm was BRAF-
MEK inhibition

Since 2 other trials of triplet regimens (KN022, COMBI-i) did 
not have statistically significant results, the optimal use of 
triplet therapy remains unclear



Key Insights: 
BRAF-Targeted Therapy



EXPERTS DEBATED THE OPTIMAL USE OF TRIPLET 
THERAPY
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2L TRIPLET THERAPY

The experts see value in 2L use of the triplet regimen from 
IMspire150 
> While the triplet regimen is seen as superior to BRAF-MEK 

inhibition alone, because IMspire150 did not have an arm 
comparing the triplet to anti–PD-1/L1 monotherapy or ipi + 
nivo, the experts are hesitant about whether this regimen will 
replace ipi + nivo in frontline

> In 2L after progression on immunotherapy, experts will decide 
between one of the BRAF-MEK inhibitor doublets and triplet 
therapy with atezo + vemu + cobi

> One expert noted that the triplet would be ideal for upfront use 
in patients with brain metastases who cannot receive ipi + nivo

> One expert raised the concern of whether there is potential 
antagonism of combining BRAF-MEK inhibitors with 
immunotherapy in the long term
− Given this concern, shortened courses of the targeted 

portion of therapy may be preferred

Dr Hamid:
I think where we should be looking to optimize 
BRAF-MEK therapy is in patients who present 
with brain mets and the inability to see ipi-nivo. 
That’s where this triplet may have its greater 
benefit in these 1L patients. We can’t get these 
patients to ipi-nivo, and for brain mets, the BRAF-
MEK data is about a 5-month progression-free 
survival. We’re truly failing there. 

“
“



EXPERTS DISCUSSED OPTIMAL INCORPORATION OF BRAF-
TARGETED THERAPY
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ADJUVANT BRAF-TARGETED THERAPY

Some experts recounted anecdotal experience that in recurrent 
stage 3 patients after PD-1/L1 blockade and resection of 
recurrence, they have used adjuvant BRAF-MEK inhibitors with 
success
> One expert advised to not discount the fact that the immune 

response was already enhanced by the prior anti–PD-1/L1 therapy

TARGETED THERAPY AFTER IMMUNOTHERAPY

Experts seem to agree on using immunotherapy first, 
typically ipi + nivo, followed by BRAF-targeted therapy for 
BRAF-mutant patients
> BRAF-mutated disease is perceived to be biologically 

aggressive, and the experts believe immunotherapy to be the 
best chance at a response for these patients

> For 2L BRAF-targeted therapy, the experts would consider the 
triplet regiment from IMspire150 or BRAF-MEK inhibition

> One expert noted that a benefit to immunotherapy with ipi + nivo 
is the long treatment-free interval. There is no other treatment 
that enables a patient to survive off treatment for that long
− Another advisor cautioned that a treatment-free interval 

does not mean the patients are symptom free during this 
time

SHORT FRONTLINE TARGETED THERAPY INTERVAL

The experts are intrigued by the idea of giving a short course of 
BRAF-MEK inhibition (4–8 weeks) immediately followed by ipi + 
nivo or PD-1 monotherapy
> Several experts indicated they already use this approach, with 

mixed accounts on the outcome
> Other experts feel they need to see more data before they would 

try this
− Experts like the SECOMBIT study that investigated this 

approach, but find it too small to draw many conclusions
− Longer-term follow-up and survival data from this study 

would also be appreciated

TARGETED THERAPY FIRST

While most experts indicated they would only used targeted 
therapy first if there was a contraindication for immunotherapy, one 
expert noted that a benefit to using targeted therapy first is that 
immunotherapy can then be used more successfully at relapse



New Perspectives in the 
Management of SCC 



IMMUNOTHERAPY

While patients with metastatic and locally advanced 
SCC benefit from an early response with cemiplimab, 
very few have a CR
> Other therapies and combination approaches will be 

necessary for more patients to achieve a CR

NEW PERSPECTIVES IN THE MANAGEMENT OF SCC
PRESENTED BY OMID HAMID, MD
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IMMUNOSUPPRESSED ADVANCED CSCC

> There has been anecdotal evidence of allograft rejection with pathologic 
response after combination immune checkpoint blockade for metastatic 
SCC; therefore, a regimen that is safe in immunosuppressed or 
immunocompromised patients was investigated

> Cemiplimab is safe to use in immunosuppressed or immunocompromised 
patients, and the immunosuppression does not hinder response
− The reported response rate was 45% 

> Patients who are immunosuppressed due to transplant have benefited 
from local treatment with T-VEC

COMBINATION THERAPIES

> The combination of fianlimab (anti-LAG3) + cemiplimab has shown 
clinical activity in anti-PD-1/L1–naive patients

> An additional cohort is investigating this regimen in patients who have 
progressed on single-agent PD-1/L1 inhibitors

Trial of fianlimab + cemiplimab

EGFR INHIBITORS

> While there have historically been low response rates 
and low disease control rate with epidermal growth 
factor receptor (EGFR) inhibitors in SCC, recent data 
with cetuximab have rekindled interest in EGFR 
inhibition

> In advanced cutaneous SCC (CSCC), cetuximab use 
immediately after progression on a PD-1/L1 inhibitor 
yielded higher and more-durable responses 
− If these data are validated in a larger data set, 

cetuximab should be the preferred 2L treatment in 
advanced CSCC after progression on 
immunotherapy



Key Insights: SCC



EXPERTS DISCUSSED ADVANCES IN MANAGEMENT OF SCC
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IMMUNOTHERAPY 

The experts are pleased to see how effective single-agent 
PD-1 inhibition is in treating SCC 
> This is considered especially important, since this patient 

population is typically older and may not tolerate 
combination therapy well

Experts are intrigued by the cetuximab data following 
progression on a PD-1 inhibitor
> This would not change experts’ practice in 1L treatment

While experts would not exclude ipi + nivo from use in 
SCC, they are not convinced it would necessarily be useful
> Given the older population with more comorbidities, there 

may be too much toxicity with this combination therapy
> One expert thinks anti-CTLA-4–based therapies should be 

first used in the refractory population, given the current lack 
of options there

IMMUNOCOMPROMISED PATIENTS

Experts agree that the immunosuppressed/ immunocompromised 
patient population is important to address in SCC
> One expert believes anti–CTLA-4 should be applied here, since 

responses are lower than with PD-1 blockade and would pose less of 
a risk to transplanted organs

> Another expert mentioned an alternative strategy of using poly(ADP-
ribose) polymerase inhibition in a BRCA-mutated SCC patient with 
Crohn’s disease who needed to avoid immunotherapy

NEOADJUVANT STRATEGIES

Experts find neoadjuvant approaches promising in reducing the 
impact of surgical interventions
> Neoadjuvant immunotherapy clinical trials in Europe have shown very 

encouraging results
> Some experts think it remains to be seen whether reducing the 

magnitude of surgery will result in better survival outcomes

Dr Kudchadkar:
[On neoadjuvant therapy] We did a small study and showed that you 
can decrease the need for plastics and rotational flaps by downsizing 
these tumors, which is very helpful, especially in smokers, where for 
plastics, it’s hard, cosmetically, on the head and neck.

“ “



EXPERTS DISCUSSED NOVEL APPROACHES TO TREATING 
SCC
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OTHER NOVEL APPROACHES

> The experts are interested in the potential for using relatlimab 
combination therapy in SCC

> One expert mentioned positive preclinical data looking at JAK-2 
inhibition, which would be especially useful in the transplant 
population that cannot receive immunotherapy

Dr Tawbi:
It’s really great to see squamous cell and basal 
cell starting to benefit quite greatly from the 
advances in immunotherapy that we've seen in 
melanoma. They pose different challenges 
because they're much more localized and 
destructive entities than metastatic melanoma, 
and I think there's a lot of work to be done, but 
there's definitely some clear pathways forward 
in those diseases.

“

“
INTRALESIONAL APPROACHES

The experts agree that intralesional therapies should be 
pursued for SCC, especially in transplant patients
> The experts are mostly optimistic about the use of T-VEC in SCC

− One expert noted that T-VEC should be used with caution 
in immunocompromised SCC patients, as there is a risk for 
herpetic dissemination; however, another noted that 
acyclovir can be used to “shut off” T-VEC if necessary

> Experts are interested in the intralesional cemiplimab approach 
in development
− It was noted that lower doses of cemiplimab do not give 

systemic effects when used intralesionally, which is a 
benefit to investigate in transplant patients



Emerging Advances in the 
Management of Basal Cell 
Carcinoma



EMERGING ADVANCES IN BASAL CELL CARCINOMA (1/2)
PRESENTED BY RAGINI KUDCHADKAR, MD
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USE OF HEDGEHOG INHIBITORS IS LIMITED BY TOXICITY

In the ERIVANCE trial, most patients responded to vismodegib, but the impact on median PFS was limited
> Only 1 patient with metastatic disease and a few with locally advanced disease progressed

− Those with locally advanced disease that progressed may have had disease more squamous than basal in nature
> However, metastatic disease did not have complete long-term responses; the median PFS was only around 9 months

In the BOLT trial, sonidegib showed similar response and toxicity data to vismodegib
> Sonidegib is not a significant advance over vismodegib

While Hedgehog inhibitors demonstrate very high response rates in BCC, use of this therapy can be limited by toxicity and duration of 
response
> Discontinuation rates are very high, typically due to toxicity, with only 8% of patients remaining on treatment in the ERIVANCE trial
> The most challenging AEs with Hedgehog inhibitors are muscle cramps, dysgeusia, weight loss, and alopecia



FUTURE DIRECTIONS

Combination therapies
> A very small study of pembrolizumab monotherapy vs vismodegib + pembrolizumab 

combination therapy is more thought-provoking than practice-changing at this time
> The trial of nivo alone vs nivo + relatlimab or ipi is promising, though enrollment may be 

challenging due to the small disease population
Neoadjuvant approaches
> Neoadjuvant pembrolizumab is currently being studied followed by adjuvant 

pembrolizumab; however, it is unlikely that the adjuvant therapy is necessary
Intralesional therapies
> T-VEC, intratumoral cemiplimab, and newer Hedgehog inhibitor-based intratumorals are 

being investigated

EMERGING ADVANCES IN BASAL CELL CARCINOMA (2/2)
PRESENTED BY RAGINI KUDCHADKAR, MD

IMMUNOTHERAPY

The pivotal trial of 2L cemiplimab in locally advanced BCC demonstrated strong 
efficacy with no unexpected safety concerns 
> The reported response rate to 2L treatment with cemiplimab was 31%, and median PFS 

was around 19 months
− Responses were slower than expected, especially compared with responses to 

immunotherapy in SCC
> Those who responded to treatment did well long-term; the 12-month disease-free 

survival in responders was 85%

Cemiplimab
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Key Insights: BCC



EXPERTS DISCUSSED THE EVOLVING ROLE OF HEDGEHOG 
INHIBITORS IN BCC
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MOVING AWAY FROM HEDGEHOG INHIBITORS

With cemiplimab’s label broadly indicating use in patients who are intolerant to Hedgehog inhibitors, experts expect a shift toward 
using immunotherapy in frontline. Hedgehog inhibition with likely be reserved for patients with destructive disease who need a rapid 
response, at the expense of a durable response
> On the basis of the severe toxicity concerns of Hedgehog inhibitors, experts will likely find a reason, such as comorbidities, that their patient 

cannot have the drug, in order to use immunotherapy first
− As patients become more educated, more will likely refuse treatment with Hedgehog inhibitors 

> Although responses to immunotherapy are slower than to Hedgehog inhibition, BCCs are typically slow-growing, thus giving time for upfront 
PD-1 blockade effects to manifest

> It was noted that some patients, including those with disfiguring or invasive disease, need the high response rate of Hedgehog inhibitors 
upfront. However, the response in these patients is not durable

One of the experts could also see Hedgehog inhibitors moving into the neoadjuvant space, since 1–2 months of treatment is relatively 
tolerable

Dr Hamid:
The role of Hedgehog in the future will be 
2L or in combinations, or for people where 
you don’t have the time, which I think is 
less than 5 percent.

“ “



EXPERTS PROVIDED INSIGHTS INTO NEW TREATMENT 
STRATEGIES FOR BCC
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IMMUNOTHERAPY 

Experts perceive immunotherapy to be a very useful approach 
to treating BCC
> Experts look forward to the potential of using combination 

immunotherapy here. Ipi + nivo is perceived as a logical choice 
in BCC
− Expert opinion is that this combination is ideal for BCC 

over SCC, given the low incidence of ultraviolet-related 
mutations in BCC

> One expert noted that even if a patient does not have a good 
response on single-agent PD-1 blockade, they will move on to 
another round of immunotherapy rather than proceeding to a 
Hedgehog inhibitor

> IRAEs are perceived to be more manageable than Hedgehog 
inhibitor toxicities

INVESTIGATIONAL APPROACHES

The experts are interested in intralesional approaches in BCC
> The current approach is to move PD-1 inhibitors to intralesional 

administration
> T-VEC is also seen as a promising approach

For other future approaches, experts noted that strategies from 
cutaneous SCC can be applied to BCC

NEOADJUVANT APPROACHES

Experts look forward to neoadjuvant immunotherapy 
transforming surgical approaches in BCC
> Neoadjuvant approaches could reduce the amplitude of or even 

the need for surgical interventions

Dr Weber:
I think trials will show that there will be benefit to the 
neoadjuvant approaches for the basals and squams.

“ “
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