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Meeting Snapshot

DATE: 
November 19, 2022

PANEL: Key experts in 
melanoma
> 3 from US
> 4 from Europe

DISEASE STATE AND 
DATA PRESENTATIONS 
by key experts

MELANOMA-SPECIFIC 
DISCUSSIONS
on latest research updates, 
therapeutic advances, and 
their application in clinical 
decision-making

VIRTUAL 
CLOSED-DOOR 
ROUNDTABLE

INSIGHTS REPORT 
including postmeeting 
analyses and actionable 
recommendations



Panel Consisting of 3 US and 4 EU Melanoma Experts
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Chair
Jeffery S. Weber, MD, PhD
Perlmutter Cancer Center at 
NYU Langone

Alexander Eggermont, MD, PhD
Princess Máxima Center for 

Pediatric Oncology

Reinhard Dummer, MD
University Hospital of Zurich 

Caroline Robert, MD, PhD
Gustave Roussy

Omid Hamid, MD
Cedars-Sinai Medical Center

Axel Hauschild, MD, PhD
University Hospital 
Schleswig-Holstein

Jason Luke, MD, FACP
University of Pittsburgh



Meeting Agenda: November 19
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Time (EDT) Topic Speaker/Moderator
8.00 AM – 8.05 AM (5 min) Welcome and Introductions Jeffrey S. Weber, MD, PhD

8.05 AM – 8.15 AM (10 min) Prognostic and Predictive Markers in Melanoma Jason Luke, MD, FACP

8.15 AM – 8.35 AM (20 min) Key Questions and Topics for Discussion Moderator: Jeffrey S. Weber, MD, PhD

8.35 AM – 8.45 AM (10 min) Adjuvant and Neoadjuvant Therapies in Melanoma: What Is New There? Alexander Eggermont, MD, PhD

8.45 AM – 9.10 AM (25 min) Key Questions and Topics for Discussion Moderator: Jeffrey S. Weber, MD, PhD

9.10 AM – 9.20 AM (10 min) Evolution of Immunotherapy for First-Line Metastatic Melanoma Jeffrey S. Weber, MD, PhD

9.20 AM – 9.45 AM (25 min) Key Questions and Topics for Discussion Moderator: Jeffrey S. Weber, MD, PhD

9.45 AM – 9.55 AM (10 min) Emerging Insights in Relapsed/Refractory Metastatic Melanoma Omid Hamid, MD

9.55 AM – 10.20 AM (25 min) Key Questions and Topics for Discussion Moderator: Jeffrey S. Weber, MD, PhD

10.20 AM – 10.30 AM (10 min) BREAK

10.30 AM – 10.40 AM (10 min) BRAF-Mutated Melanoma: New Developments or Stagnation? Caroline Robert, MD, PhD

10.40 AM – 11.00 AM (20 min) Key Questions and Topics for Discussion Moderator: Jeffrey S. Weber, MD, PhD

11.00 AM – 11.10 AM (10 min) New Perspectives in the Management of SCC Axel Hauschild, MD, PhD

11.10 AM – 11.30 AM (20 min) Key Questions and Topics for Discussion Moderator: Jeffrey S. Weber, MD, PhD

11.30 AM – 11.40 AM (10 min) Emerging Advances in the Management of BCC Reinhard Dummer, MD

11.40 AM – 12.00 PM (20 min) Key Questions and Topics for Discussion Moderator: Jeffrey S. Weber, MD, PhD

12.00 PM Closing Remarks Moderator: Jeffrey S. Weber, MD, PhD



Prognostic and Predictive 
Markers in Melanoma

Jason Luke, MD, FACP



Prognostic and Predictive Markers in Melanoma (1/2)
Presented by Jason Luke, MD, FACP

Advances in melanoma biomarkers 

> Although advances have been made with melanoma 
biomarker identification, it is not yet clear what impact 
these have on treatment response

− T-cell activation and high mutational burden can 
predict PD-1 checkpoint immunotherapy outcomes 
regardless of BRAF mutation status, but interestingly 
demonstrate low correlation, suggesting that they 
capture distinct features of the disease. More 
research is needed to fully understand this 
phenomenon (Cristescu R, et al. Science. 
2018;362:eaar3593)

> Combination immunotherapy remains frontline SOC for all 
patients (Atkins MB, et al. ASCO plenary series 2021. 
Abstract 356154), which complicates the question of when 
to utilize BRAF/MEK inhibitors or other targeted therapies 

> Elevated lactate dehydrogenase (LDH) levels, high tumor 
burden, and visceral (brain/liver/bone) metastases appear 
to negatively influence treatment response, but more so 
reflect a worse prognosis and do not offer much insight into 
predictive responses of certain drug classes 

Immunotherapy is SOC for all patients 

> IPI + NIVO was approved for PD-L1–negative disease on the basis of
the CheckMate 067 trial; however, a greater benefit was observed in 
the BRAF-mutant population 



Prognostic and Predictive Markers in Melanoma (2/2)
Presented by Jason Luke, MD, FACP

Emerging biomarkers 

> Neutrophil-lymphocyte ratio (NLR; abstract 871P) analysis from the 
COMBI-i trial revealed that NLR and tumor burden were the most 
reliable predictive factors for PFS outcome in the Sparta-DabTram arm; 
however, further validation is required

> The RELATIVITY-047 trial reported that the benefit of relatlimab + 
nivolumab (RELA + NIVO) treatment was observed regardless of BRAF
mutation status, again complicating when to utilize BRAF/MEK inhibitors 

− High LDH levels and visceral disease negatively impacted RELA 
+ NIVO treatment outcomes 

> Longer cumulative duration on PD-1/PD-L1 inhibitors negatively impacts 
TIL response (Sarnaik AA, et al. JCO 2021), which could suggest that 
immunotherapy nonresponders will receive greater benefit from TIL

Adjuvant setting

> The majority of patients are now eligible for adjuvant/ perioperative 
systemic treatment, and as such, biomarker identification has 
shifted to this setting

− Interesting but limited data on integrated gene expression 
profiling including 30+ genes can help predict survival 
outcomes; however, the data can be overwhelming for 
physicians and no definitive predictive expression profiles 
have been identified for the adjuvant setting

− Unfortunately, ctDNA can only be detected in a small 
subpopulation and thus is not ready for broad usage

− In general, predictors of adjuvant outcomes similar to
metastatic disease are also not ready for use in the clinic



Discussion: Prognostic and Predictive Markers in Melanoma (1/2)
Biomarker

The experts agreed that while developments have been made identifying prognostic and predictive biomarkers, more understanding is 
needed to utilize them in the clinic as reliable biomarkers 
> Currently, no biomarkers can predict response and therefore do not yet impact experts’ treatment decisions 
> LDH levels have potential as an important biomarker, but the experts agreed more research is needed, particularly on the various isoforms 

and how this impacts disease and treatment response 
> Reduction of serum S100B may enable distinguishing between progression and pseudoprogression 
> Some experts highlighted that LAG-3 was not identified as an important marker in the RELATIVITY-047 trial 

Dr Dummer:
Sometimes helpful is S100 . . . to distinguish 
between a pseudoprogression vs a true 
progression; a reduction of serum S100 level 
can help us in certain time points. So there are 
some interesting aspects [to currently identified 
biomarkers], but most of them are not necessary 
for decision-making.

“

“

Dr Robert:
It is true that there are some good markers, but they are not ready 
to use in the clinic. . . . There is a marker that is underused, I 
mean, underestimated – it's LDH. . . . When we measure LDH in 
the blood, we measure an activity of different isoforms and when 
we separate the different isoforms, we can improve our prediction 
among the patients with normal LDH activity. So this is something 
that I think we should really work on.

“

“



Discussion: Prognostic and Predictive Markers in Melanoma (2/2)
Biomarker

PD-L1 staining in newly diagnosed patients is not routinely ordered by the experts, especially those in Europe 
> The discussion on the necessity of PD-L1 staining has resurfaced in Europe due to RELA + NIVO EMA approval; however, 1 expert noted 

that because of cost issues, Germany has not had access to RELA + NIVO since its approval
> Most experts would currently only consider PD-L1 staining in newly diagnosed patients for clinical trial entry
> The experts highlighted the lack of standardization for PD-L1 testing and that current practices are not robust across laboratories
> It was also highlighted by several experts that it is a “floating biomarker” and not as stable as BRAF; further research is needed to 

understand the difference on the tumor cell surface vs the tumor microenvironment 

The experts shared concerns that ipilimumab + nivolumab (IPI + NIVO) approval in PD-L1–negative populations is based on a single
study, CheckMate 067, which may not provide enough evidence for use in this population
> The experts noted that this is a practically toxic combination; they would like to avoid overtreating patients where possible, but would like 

further investigation on the most appropriate subpopulation to be treated with IPI + NIVO
> However, 1 expert did agree with the approval and hopes it will lead to more routine PD-L1 testing in community practice

Dr Weber:
We're basing our judgment on using IPI-NIVO, a toxic 
combination, preferentially in the PD-L1–negative population, 
on 1 study. I don't think there's ever been any other 
comparator study to be able to derive such data.

“ “ Dr Hamid:
Some [newly diagnosed patients] I do [test 
for PD-L1], yes.  Because it's important for 
future clinical trials; some trials require that, 
but not for a routine first line.

“ “



Adjuvant and Neoadjuvant 
Therapies in Melanoma: 
What Is New There?
Alexander Eggermont, MD, PhD



Adjuvant and Neoadjuvant Therapies in Melanoma: What Is New 
There? (1/2)
Presented by Alexander Eggermont, MD, PhD

Adjuvant trial updates 

> The 5-year follow-up for KEYNOTE-054 exploring adjuvant 
pembrolizumab reported sustained improvement in long-
term recurrence- and distant metastasis-free survival 
compared with placebo in stage III melanoma patients, but 
no long-term improvement in health-related quality of life

> The final results from the IMMUNED trial, consistent with 
previous findings, revealed that IPI + NIVO combination 
improves recurrence-free survival and overall survival 
compared with NIVO monotherapy or placebo in stage IV 
disease 

> The CheckMate 915 study, exploring IPI + NIVO vs NIVO, 
utilized a lower IPI dose of 1 mg/kg Q6W compared with 
the standard dosing of 3 mg/kg Q3W, and unfortunately 
there was no difference in treatment groups (ORR 64.6% 
vs 63.2%), likely due to underdosing IPI

> KEYNOTE-716 reported that adjuvant pembrolizumab for 
resected stage IIB and IIC melanoma significantly improved 
distant metastasis-free survival compared with placebo, 
which translated into a continued reduction of the risk of 
recurrence, and an overall favorable benefit-risk profile

CheckMate 76K

> CheckMate 76K reported that NIVO treatment in patients with completely 
resected stage IIB/IIC melanoma reduced the risk of recurrence or 
death by 58% vs placebo. This will likely lead to rapid approval of 
adjuvant NIVO for these patients and could impact the wider patient 
population



Adjuvant and Neoadjuvant Therapies in Melanoma: What Is New 
There? (2/2)
Presented by Alexander Eggermont, MD, PhD

Neoadjuvant immunotherapy 

> The benefits of neoadjuvant therapy include shorter treatment time, 
less surgery, and more chances for cure 

> OpACIN (phase I) and SWOG-1801 (phase II) both found that 
neoadjuvant therapy with subsequent adjuvant therapy was superior 
to adjuvant therapy alone, with regard to clonal expansion and newly 
detected clones and event-free survival, respectively; this is “a recipe 
for the cure” and “now should be embraced as the new standard of 
care”

> Furthermore, the single-arm OpACIN-neo trial demonstrated that IPI + 
NIVO produces a long-term survival benefit; in addition, high tumor 
mutational burden and high interferon-ꝩ–related gene expression 
signature score were both associated with pathologic response and 
low risk of relapse in stage III melanoma. Importantly, there was only 1 
relapse in 64 patients after a median follow-up of 24.6 months 

> A pooled analysis from the International Neoadjuvant Melanoma 
Consortium, of 6 anti-PD-1–based immunotherapy or BRAF/MEK 
targeted therapy trials, found that combination immunotherapy with 
anti–CTLA-4 IPI achieved higher pathologic response rates compared 
with anti–PD-1 monotherapy (Menzies AM, et al. Nat Med. 
2021;27:301-309)

> Similar results were reported with RELA + NIVO neoadjuvant therapy 
(Amaria RN, et al. Nature. 2022;611:155-160)

Deferring surgery where possible 

> The PRADO trial found that surgery can be deferred in 
patients who achieved major pathologic response after IPI + 
NIVO neoadjuvant therapy, thus providing evidence for 
personalized response-directed surgery in stage III melanoma



Discussion: Adjuvant and Neoadjuvant Therapies in 
Melanoma – What Is New There? (1/2)
Adjuvant 

Adjuvant therapy should be considered for all patients, especially those who may not benefit from neoadjuvant treatment
> Most experts would still recommend adjuvant therapy after neoadjuvant therapy, as research shows it can delay relapse 
> One year may not be adequate for high-risk subpopulations; guidance on optimal adjuvant treatment length would be welcomed, to avoid 

undertreatment and overtreatment 
> The experts would recommend neoadjuvant studies in localized primary disease that is high-risk, as this population benefits from adjuvant 

treatment and there is a paucity of research in the neoadjuvant setting 

The experts feel that the standard-risk patient population is generally overtreated, and a predictive biomarker to guide the use of 
adjuvant therapy is a great unmet need 
> The experts would also prefer to spare patients any chronic AEs if they would receive no benefit from adjuvant therapy

The experts do not think there is enough evidence to support switching all BRAF-mutant patients to BRAF/MEK inhibitor adjuvant 
therapy. Typically, several clinical factors would be considered in addition to patients’ mutational status
> Furthermore, the experts do not have a preferred adjuvant therapy. Their decision would be based on patients' characteristics, but also the 

patients’ wishes; for example, it was highlighted that young men are typically concerned with hormonal disturbances 

Dr Dummer:
We are currently talking with the healthcare 
providers about this [neoadjuvant therapy] and the 
feedback is positive. But still, we don't feel safe 
enough to discontinue completely the adjuvant part.

“ “ Dr Luke: 
For adjuvant, we just really need a better predictor of who are [at] risk, 
high-risk patients, who are going to benefit from adjuvant therapy. And 
so, I think that's probably to me, probably the biggest unmet need in the 
entire field, because as we've moved to earlier settings, the numbers of 
patients that we're treating is just really, really gotten much, much bigger.

“ “



Neoadjuvant therapy

The experts agreed that neoadjuvant treatment has great potential in locally advanced disease 
> Experts in the US, where treatment is more flexible, still only consider neoadjuvant therapy in a clinical 

trial setting for palpable disease
> European experts noted reimbursement issues for off-protocol use and thus only use neoadjuvant 

therapy in clinical trial settings as well, but they foresee this changing soon
− One expert noted that the SWOG-1801 regimen could be called perioperative treatment, as it has 

the same number of cycles currently approved for adjuvant therapy, and highlighting this could 
persuade payors and regulatory authorities 

> The SWOG-1801 regimen will likely become standard of care, but the space is evolving, and the experts 
would like to adapt the current guidelines to reflect this 

The experts shared concern that as these treatments move earlier in the sequence, it will complicate 
how best to treat patients once they relapse, as subsequent lines have limited options 
> Other questions that should be addressed include the need for sentinel nodes and predictive biomarkers 

for neoadjuvant and adjuvant therapies, particularly with an aim to avoid overtreatment  

Dr Hauschild:

I would love to use it [SWOG-1801] right away because it's no damage for health insurance 
companies. It's very good data, clinically meaningful, and we need to have an appeal on the 
ethics committees as well, you know, that this is something striking, and I believe there should be 
a cry from all medical oncologists . . . who are involved in this kind of treatment, that we should 
be able to use it because it's so simple.

“ “

Dr Hamid:
I think about neoadjuvant therapy 
in--solely in the clinical trial setting, 
at this point. I think, I know that 
there are major questions to be 
answered. . . . So the first place I 
think about for patients is whether 
they can come onto clinical trial. 
And then after an extensive 
discussion, the data in SWOG 
[1801] is a standard [of care].

“
“

Discussion: Adjuvant and Neoadjuvant Therapies in 
Melanoma – What Is New There? (2/2)
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Evolution of Immunotherapy for First-Line Metastatic Melanoma
Presented by Jeffrey S. Weber, MD, PhD

Important updates 

> The RELATIVITY-047 trial reported improved PFS, OS, and 
ORR with NIVO + RELA compared with NIVO alone; 
however, grade 3/4 AEs were nearly doubled (21.1 vs 11.1%) 
with the addition of RELA, but this is “within a reasonable 
limit of toxicity” (Hodi FS, et al. ESMO 2022. Abstract 817P)

> Treatment with tumor-infiltrating lymphocytes, although 
associated with toxicity, produces significant response rates 
compared with IPI treatment in stage IIIC/IV melanoma 
patients for whom PD-1 treatment failed (Haanen JBAG, et 
al. ESMO 2022. Abstract LBA3)

− The comparator arm may not have been ideal, as 
especially in the US, IPI + NIVO is now the SOC

> Triplet combination IPI-NIVO-TOCI was investigated in 61 
patients (Weber J, et al. SMR 2022) with a median follow-up 
of 12.2 months and a 49% BORR, which is comparable to 
CheckMate 511 (47.2% BORR)

− Favorable toxicity profile with grade 3/4 AEs of 18%, 
which improved on CheckMate 511 (34%)

− Discontinuation was 13.8% compared with 26% in  
CheckMate 511

− Final data will be available later in 2022/early 2023

Tumor-infiltrating lymphocytes 

> TIL treatment remains a second-line option for PD-1–refractory 
patients, until further combination regimens can be explored and 
possibly combined with TIL therapy 



Discussion: Evolution of Immunotherapy for First-Line 
Metastatic Melanoma (1/2)
Current practices and beyond

Although the use of combination regimens is becoming more frequent in the front line, there is still 
a role for monotherapy in certain disease settings
> The experts stressed the need for biomarkers to identify patients who require aggressive therapy and to 

avoid overtreating other patients in the front line
> Several experts did note that PD-1 inhibitor monotherapy produces a good response in primary 

desmoplastic melanoma with metastases, but this is one of the few populations with strong evidence for 
monotherapy and only accounts for a small percentage of the total melanoma disease population

> In addition to biomarkers, the experts would like de-escalation trials to be prioritized to help prevent 
patient overtreatment 

Tumor-infiltrating lymphocytes and checkpoint inhibitors in combination with T-cell–redirecting 
molecules have potential in the first-line setting 
> Targeted therapies and bispecific trials are eagerly awaited by the experts, particularly in combinations 
> Although there is a limited role for chemotherapy, the results on LEAP-003 will be released in a few 

years. But because no interim data have been released, the experts could not provide any comments
> The experts also eagerly anticipate ongoing vaccine trial results, especially with the RP1 vaccine 

Dr Hamid:
I think what we are tending to do in the first-line population is overtreat in the setting 
where we're now looking at triplet combinations coming forward. . . . I would put forth a 
hazard that we really need to work better on our predictive markers and to identify those 
people who need more aggressive therapy in the first-line setting.

“ “

Dr Dummer:
If you have a primary desmoplastic 
melanoma with metastasis, then we 
know that PD-1 monotherapy will 
achieve a very high response rate. And 
with this, I would say this is probably 
one of the patient populations where I 
would stick to a monotherapy.

“
“



Discussion: Evolution of Immunotherapy for First-Line 
Metastatic Melanoma (2/2)
Transplant and sequencing 

In patients with a previous allograft transplant, the decision on a treatment plan depends on the 
tissue transplanted and discussing the risks with patients
> IL-6 inhibitor has the potential to reduce the risk of rejection, but the experts agreed they would avoid 

checkpoint inhibitors, especially in cardiac transplant patients, due to associated lethality  
> Conversely, in patients with autoimmune diseases, the experts would be proactive with an 

immunosuppressive regimen, but this must be discussed with patients to ensure they understand the 
associated risks 

The experts were impressed with DREAMseq trial results and believe there is now strong evidence 
to use a checkpoint inhibitor up front for BRAF V600-mutant disease 
> If relapse occurs, then the experts would switch to BRAF/MEK inhibitors
> One expert highlighted that there are additional complications with upfront BRAF/MEK inhibitor 

treatment, including a long washout period, which could impact clinical trial entry 
> There were some preliminary but interesting data presented at ESMO for a novel pan-NRAS inhibitor 

combined with trametinib in BRAF V600-mutant patients (Lebbe C, et al. ESM0 2022. Abstract LBA40)

Dr Hauschild:
We published 2 weeks ago in 
European Journal of Cancer a review 
on the question of immune checkpoint 
blockade in organ transplant 
recipients. And the data are relatively 
clear – you need to reduce or omit 
the immunosuppressive medication.  
Because, you know, even if the . . . 
organ is, is protected . . . you have 
the problem of immunosuppressive 
medication, and this limits the use.

“
“

Dr Hamid:
I also believe that we need to go back and request a shorter washout for these patients 
who are coming off of BRAF/MEK [inhibitors]. The half-life is short, and the effects of the 
drug and the toxicities go away rapidly.

“ “



Emerging Insights in 
Relapsed/Refractory Metastatic 
Melanoma
Omid Hamid, MD



Emerging Insights in Relapsed/Refractory Metastatic Melanoma (1/2)
Presented by Omid Hamid, MD

ESMO updates 

> Stopa et al reported no difference in PFS and treatment response with BRAF/MEK inhibitor and anti–PD-1 therapies in the first and second 
line (ESMO 2022 abstract 835P); however, this has been disproven by the DREAMseq trial, and most physicians will push BRAF/MEK 
inhibitor further down the treatment sequence 

> LAG-3 inhibitor fianlimab in combination with PD-1 inhibitor cemiplimab elicited more clinical activity in anti-PD-(L)1–naive patients than 
previously reported for anti–PD-1 monotherapy or anti–LAG-3 + anti–PD-1 (Hamid O, et al. ESMO 2022. Abstract 790MO)

− A phase III trial (NCT05352672) investigating this doublet in advanced melanoma is ongoing
− Predictive biomarkers should be explored in patients who achieve a complete response 

> TIL therapy significantly improved PFS compared with IPI in advanced melanoma, with the majority of patients being PD-1 inhibitor refractory 
(Haanen JBAG, et al. ESMO 2022. Abstract LBA3); this is similar to other reported TIL results



Emerging Insights in Relapsed/Refractory Metastatic Melanoma (2/2)
Presented by Omid Hamid, MD

Alternative TIL approaches 

> Lifileucel (LN-144), an autologous TIL, demonstrated promising 
clinical activity that deepened over time in unresectable or 
metastatic melanoma with ≥1 prior line of PD-1 inhibitor therapy

− 88.9% of patients had >1 prior line of therapy with a median 
of 2 prior lines (range 1–7) of ICI-containing therapy  

− The 12-month OS was 54%, with 35.4% of responses 
ongoing at time of data cutoff; median DOR was not reached

− LN-144 is being explored in treatment-naive patients as part 
of IOV-COM-202 study, Cohort 1A

Preliminary but promising approaches 

> Another interesting approach is with IOV-4001, a genetically 
modified autologous PD-1 knockout TIL, which has displayed 
promising preclinical efficacy. A phase I/II trial is ongoing

> Bispecifics have potential in melanoma, and there are now some 
early results with tebentafusp

− A phase Ib study with tebentafusp in combination with 
durvalumab/tremelimumab in heavily pretreated patients 
with metastatic cutaneous melanoma after PD-1 inhibitor 
treatment demonstrated 1-year OS of 68% 

• Of the 51 evaluable PD-1–resistant patients, 1-year 
OS was 73%; of the 35 evaluable PD-1–refractory 
patients, 1-year OS was 61%

− In treatment-naive patients, early data demonstrated durable 
responses with tebentafusp monotherapy in multiple tumor 
types that included uveal melanoma (in both tebentafusp 
naive and prior exposed) and in cutaneous melanoma

> Off-the-shelf therapies that do not require prior lymphocyte 
depletion or interleukin therapy may increase response rates in 
PD-L1–negative tumors by inflaming the tumor microenvironment

> Results from the Replimune RP1 vaccine trial are eagerly 
anticipated 



Discussion: Emerging Insights in Relapsed/Refractory 
Metastatic Melanoma (1/2)
Treatment landscape updates

The experts agreed there have been no recent practice-changing data, and there is a high medical need to improve second-line strategies 
> If a patient experiences progression on checkpoint inhibitors, most experts suggest a tumor-infiltrating lymphocytes (TIL) program if suitable 

or a clinical trial, but the experts expressed frustration that TIL is not widely accessible, especially in the second line 
− Due to TIL trial access issues, one expert noted the potential for selection bias, which will impact their interpretation of the data 

The experts reinforced the need for second-line trials and questioned why pharmaceutical companies are apprehensive to investigate 
drugs in the second line
> The experts noted this may be due to the changing patient population, which is now heavily treated in the adjuvant setting 

Intralesional injected immunotherapy has not been successful yet, but there are upcoming viral approaches that may change this  
> One expert hopes intralesional approaches can be incorporated into the neoadjuvant setting and be added to an established backbone 

regimen 
> Intralesional therapies also have great potential for allograft transplant patients, to avoid tissue rejection 

Dr Hauschild:
I'm wondering why so few companies are stepping into a 
registration or trial for second line. And one of the reasons 
might be that the true second-line situation from the old 
days is no longer existing, because all patients, more or 
less, have been pretreated.

“ “Dr Dummer:
I think this is a good opportunity for many new medications.  
We talked about anti–CTLA-4, we talked about the 
bispecifics, and there are also some antibody-drug 
conjugates coming. . . . So there are interesting agents 
around, and the patient should be referred for trials.

“ “



Discussion: Emerging Insights in Relapsed/Refractory 
Metastatic Melanoma (2/2)
Treatment landscape updates

Newer anti–CTLA-4 therapies have shown effective responses in other cancers, such as GI and ovarian, but it is yet to be determined 
if this extrapolates to T-cell–dominant melanoma 
> The experts would welcome CTLA-4 inhibitors with an improved safety profile, but several experts wondered if the doses required for 

melanoma treatment would bring additional toxicity issues, especially in combination with checkpoint inhibitors
> Several experts are intrigued with the new-generation, FC-enhanced CTLA-4 inhibitors and noted the ongoing Agenus trial, but are still 

concerned with toxicity 
− One expert highlighted that in the Agenus trial, only patients without liver metastases in the colorectal cohort responded; this should be 

considered in any novel CTLA-4 inhibitor trials that include melanoma patients 

The experts noted several trials for which they await data, particularly approaches to tackling tumor-associated macrophages  
> The phase III trial IO102-IO103 aims to reduce the immunosuppressive proteins indoleamine 2,3-dioxygenase and PD-L1
> The are some early developments in addressing macrophage-dominant immunosuppression, such as antibodies targeting Fcγ2 receptor
> Two experts noted the LEAP-004 results with lenvatinib + pembrolizumab combination that reported an impressive response rate after prior 

IPI + NIVO exposure, but the duration of response was disappointing
> TCR approaches have shown early promise, as well as antibody-drug conjugates and bispecifics, which also have great potential in melanoma 

Dr Hamid:
I think the development of these [anti–CTLA-4] drugs in melanoma rests on the ability to 
dose higher with less toxicity in order for us to see what we have. What we have known 
for a long time is that higher dosage with CTLA-4, even as a single agent, grants our 
patients greater benefit. . . . Until there's a clear indication of what the ratio is to EP3 or 
EP10 with these drugs and what we see in melanoma, it's hard for me to be excited.

“ “



BRAF-Mutated Melanoma: New 
Developments or Stagnation?

Caroline Robert, MD, PhD



BRAF-Mutated Melanoma: New Developments or Stagnation? (1/2)
Presented by Caroline Robert, MD, PhD

Combination regimens

> There are limited options for BRAF-mutant patients after immunotherapy 
and BRAF/MEK inhibitor failure  

− With improvements in therapy, there are now more patients with 
brain metastases, which are less responsive to BRAF/MEK 
inhibitor treatment 

− There is extensive preclinical research to show that the liver is an 
immunosuppressive environment; as such, liver metastases can 
be less responsive to immunotherapy compared with other 
metastatic sites 

− Combination regimens are currently under investigation with the 
aim to overcome these hurdles

> PD-L1 inhibitor atezolizumab combined with BRAK and MEK inhibitors 
vemurafenib and cobimetinib, respectively, significantly increased 
progression-free survival and was safe and tolerable in patients 
with treatment-naive, BRAF mutation-positive advanced melanoma

− This triplet is now approved in the US but not Europe
− Incidence and time to develop CNS metastases were included in 

an exploratory analysis of the IMspire150 study (ESMO abstract 
813P). Although not significant, there was a trend for less CNS 
progression with the triplet; however, “this is not extremely 
convincing,” and “we know that there are more protected with a 
combination of ipilimumab and nivolumab”

Triplet combination

> The spartalizumab + dabrafenib and trametinib (Sparta-
DabTram) regimen was explored in previously untreated 
BRAF-mutant unresectable or metastatic melanoma, but 
unfortunately failed to meet the primary endpoint



BRAF-Mutated Melanoma: New Developments or Stagnation? (2/2)
Presented by Caroline Robert, MD, PhD

High tumor burden 

> The Sparta-DabTram regimen was investigated in patients with ≥3 
metastatic sites as part of a posthoc analysis from the COMBI-i trial 
(ESMO abstract 819P)

− Adding spartalizumab to the doublet improved PFS and OS in 
patient subpopulations: patients with high tumor burden (>3 sites 
± elevated LDH) and patients with bone or lung involvement at 
baseline 

− Patients with liver metastases do not benefit  and “probably we 
would rather treat them with a combination of ipilimumab + 
nivolumab”

BRAF/MEK inhibitor resistance 

> Vorinostat, a HDAC inhibitor with specificity for histone 
deactelyases I, II, and III, was investigated in patients with  
advanced BRAF-mutated melanoma who progressed after 
initial response to BRAF/MEK inhibitors, with at least 1 
measurable lesion, in this preliminary study (ESMO 829P)

− Intermittent treatment with vorinostat in patients with 
resistant BRAF-mutated melanoma was well 
tolerated

− Although the primary endpoint of this study was not 
met, durable antitumor responses were observed in a 
minority of patients (14%)

− Translational research aiming to find predictive 
biomarkers for response is ongoing

− “And I think it's quite smart . . . we have these so-
called drug-tolerant persister cells that reprogram a 
lot of their transcription, even translation program, 
and maybe at that time we could act on something 
that would rewire and prevent this reprogramming. 
So I like the design.  The results here are, it's very 
preliminary”



Discussion: BRAF-Mutated Melanoma – New Developments or 
Stagnation? (1/2)
Triplets and TIL

Triplet combination therapy with atezolizumab and vemurafenib-cobimetinib has potential but would 
have to improve on IPI + NIVO efficacy and, ideally, reduce toxicity 
> As there is lengthy follow-up for IPI + NIVO, it would be difficult to surpass this regimen, but the experts 

speculated the triplet combination will receive approval for a subpopulation initially, such as active CNS 
metastases or high-volume disease  

> The experts would like to see triplet combinations explored in patients for whom IPI + NIVO failed and 
possibly upfront short-term treatment to help control disease and then subsequently switch to checkpoint 
inhibitors 

> One expert does not foresee any benefit with triplet combination and understands why it is not yet 
approved by the EMA 

The third-line strategy for the experts would be to consider a TIL program
> One expert noted that 2–3 cycles of rechallenge with IPI + NIVO could also be considered in late relapse 

after NIVO maintenance   

Dr Hamid:
The triplets may help us in those 
BRAF-mutated patients with high-
volume disease or brain mets that 
cannot go directly to IP-NIVO, but I 
caution that the utilization of triplet or 
BRAF/MEK until refractoriness, this is 
something that we have to try and 
dissuade in our patient population. 

“
“

Dr Hauschild:
We have discussed it in Germany recently, in our national group, and we all believe that 
there's a competition between IPI-NIVO and the triplets. We have just comparable safety 
issues, you know, it's not harmless to give the triplets. . . . The advantage of IPI-NIVO is 
we have 7.5 years overall survival data, which are very promising, so very hard to 
compete. So it might be only a niche indication in first line.

“ “



Discussion: BRAF-Mutated Melanoma – New Developments or 
Stagnation? (2/2)
Treatment after progression 

The experts agreed that a patient with a BRAF mutation could go directly to a trial and avoid 
BRAF/MEK inhibitor treatment if immunotherapy fails, although this would depend on trial inclusion 
criteria and prior exposure requirements. However, not all experts would choose to do this routinely 
in their clinical practice 
> Several experts stated that the washout period for BRAF/MEK inhibitors should be reduced to reflect 

their half-life; this is particularly important in patients for whom BRAF/MEK inhibitor treatment failed, as it 
could delay their clinical trial entry 

The experts would choose IPI + NIVO in patients for whom SWOG1801 neoadjuvant/adjuvant therapy 
failed 
> The experts feel the DREAMseq trial answered the optimal sequencing question, and they noted the 

upcoming EORTC-1612 trial investigating the “sandwich method” with combined targeted therapy 
(encorafenib and binimetinib) followed by combined immunotherapy (IPI + NIVO) compared with 
immediate immunotherapy

Dr Weber:
Excellent study [upcoming EORTC-1612]. So if that is a positive 
study, that would reinforce the concept that there might be 
scenarios where you'd start with targeted therapy.

“ “

Dr Eggermont:
And I support very much what Omid 
and Caroline said; you know, much 
shorter washout time and go and 
consider the possibility of a clinical 
trial before moving on to BRAF/MEK 
combo in second line.

“
“
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New Perspectives in the Management of SCC (1/2)
Presented by Axel Hauschild, MD, PhD

Neoadjuvant cemiplimab

> Neoadjuvant cemiplimab treatment in locally advanced, 
stage II/III SCC demonstrated a 50.6% pathologic CR and 
no new safety signals were identified (ESMO abstract 789O)
− Median patient age was 73 yr with 24% ECOG PS 1
− There were discrepancies between local radiologic and 

pathologic responses; CRs are widely underestimated, 
with only 6.3% of patients achieving a locally reviewed 
radiologic CR, which likely reflects fibrosis, scouring, 
etc in the imaging 

− Thus, local imaging review may not be an appropriate 
tool to make the clinical decision on whether a 
complete or  partial response has been achieved 

− There was a clear trend, in this small study, for better 
responsiveness to cemiplimab in patients with higher 
PD-L1

Cemiplimab remains SOC

> The final analysis from EMPOWER-CSCC-1 reported an ORR of 
47.2% after cemiplimab (3 mg/kg IV every 2 wk for up to 96 wk) 
treatment in patients with locally advanced and metastatic CSCC 
(ESMO abstract 814P)

− The OS remains generally consistent with the previously 
reported update 



New Perspectives in the Management of SCC (2/2)
Presented by Axel Hauschild, MD, PhD

Cemiplimab without surgery 

> Cemiplimab demonstrated an ORR of 37.4% in patients with locally advanced or metastatic CSCC who are not candidates for curative 
surgery or curative radiation (ESMO abstract 825P)

− Median age of patients was 76 yr; the treatment was well tolerated 
− An immunocompromised or immunosuppressed cohort was included in the trial (28/174) and achieved 42.9% ORR: “I believe this is a 

major finding, but I need to say there was no complete response. It was only partial responses, and the response duration was
significantly shorter than an immunocompetent patient”



Discussion: New Perspectives in the Management of SCC (1/2)
Neoadjuvant therapy to reduce disfigurement 

The experts agreed that the most exciting data came from the cemiplimab trials in both locally 
advanced and metastatic SCC
> The experts stated that the results from the phase II trial (NCT04154943, ESMO abstract 789O) are 

striking, and neoadjuvant therapy with cemiplimab can have a dramatic effect on response
− The experts would like to see this reflected in clinical practice. However, they understand there will 

be hurdles to overcome with regulatory bodies/payors, particularly in Europe. Treatment would be 
in patients with resectable disease, as surgery produces successful survival outcomes, albeit with 
the risk of disfigurement, which can greatly impact a patient’s life 

The experts noted that a neoadjuvant approach can reduce disfigurement and mortality in patients 
> This information should be disseminated to the wider medical community, particularly to surgeons who 

should refer suitable patients to an oncologist. The patient can enroll in a clinical trial until this therapy is 
approved

> In the Netherlands, this practice has begun, and surgeons are told to refer patients to university medical 
centers that are participating in neoadjuvant trials 

Dr Eggermont:
We have informed all plastic 
surgeons in the Netherlands that 
they should have a hands-off policy 
to these patients, and they should 
refer them to the university medical 
centers who are participating in this 
case, the IPI-NIVO, neoadjuvant 
therapy trial.  Just like we have 
instructed all surgeons in the 
Netherlands to have hands-off policy 
from any rectal cancer, of which the 
MSI status is unknown, you cannot 
schedule them anymore.

“
“

Dr Dummer:
I think this was the most important data [ESMO abstract 780O] and we have to see how 
we get this established in clinical practice; and it will be difficult, because if we go to the 
healthcare providers and say, this is a resectable squamous carcinoma, then I'm 
concerned that we will not get the approval with cemiplimab.

“ “



Discussion: New Perspectives in the Management of SCC (2/2)
Novel therapies and resistance 

There is potential for intralesional therapy in SCC, which also has a high mutational burden and is typically localized 
> The experts are extremely excited to see results from combination strategies with systemic treatment and intralesional oncolytic therapy, 

noting the upcoming CERPASS trial evaluating cemiplimab combined with RP1 to treat advanced SCC

There are limited data on the immunotherapy mechanism of resistance in SCC, but the experts agreed it is likely similar to what 
occurs in melanoma 

Dr  Hamid:
These patients really have palpable disease and 
not a significant proportion of distant disease, so 
I believe this is the place where intralesional 
therapies can make the greatest impact.

“ “ Dr Hauschild:
But now we have a randomized trial comparing cemiplimab 
+ RP1. So the Replimune trial is randomized, so that's 
fantastic. And it will tell us if we have the next step, which is 
a combo treatment, but with an intralesional.

“ “
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Emerging Advances in the Management of BCC (1/2)
Presented by Reinhard Dummer, MD

Hedgehog inhibitors

> As there is a large BCC patient population, there can often be complicated cases, such as those with genetic syndromes, rapid relapse, 
and/or very advanced age, who do not respond well to standard surgical/irradiation approaches 

> Hedgehog pathway inhibitors (HHI) sonidegib and vismodegib are approved for the treatment of advanced BCC and now used commonly,
with response rates typically 50+%

− Unfortunately, there is a high rate of relapse after treatment discontinuation and high discontinuation rate 
− Although grade 3/4 AEs are uncommon, low-grade AEs such as dysgnosia, hair loss, and muscle cramps occur, which over the long 

term can reduce quality of life and impact tolerability

Cemiplimab monotherapy 

> In the primary analysis, cemiplimab exhibited clinically meaningful antitumor activity in patients with locally advanced BCC after HHI therapy 
(Stratigos AJ, et al. Lancet Oncol. 2021;22:848-857)
− Patients had either progressed on HHI (70%) and/or were intolerant to HHI (38%)
− There was a delayed response to cemiplimab after prior HHI exposure in BCC patients; median time to response was 4.3 mo 
− “Cemiplimab can be used in patients with [HHI] inhibitor resistant or pre-exposed patients. However, the efficacy is, let's call it, limited”



Emerging Advances in the Management of BCC (2/2)
Presented by Reinhard Dummer, MD

Alternatives to HHI 

> Neoadjuvant oncolytic viral therapy with talimogene laherparepvec (T-VEC) was well tolerated and showed high activity in difficult-to-resect 
primary BCC (ESMO abstract 794P)

− It is associated with the recruitment of cytotoxic T cells and with the establishment of B-cell reaction patterns, suggesting T-VEC can 
reprogram the immune cell landscape of BCC

− However, one-third of patients did not respond; it is unclear what distinguishes these nonresponders from responders
> A small trial investigated NIVO monotherapy in treatment-naive and previously HHI-treated patients, compared with NIVO + RELA or NIVO + 

IPI, in anti-PD-1–refractory advanced BCC
− Frontline NIVO demonstrated an ORR of 50% among 10 patients with advanced BCC
− 20% (1/5) of patients treated with NIVO + RELA had a CR or PR
− Although data are very preliminary, “Maybe we have here [a] similar situation that some of the treatment-resistant cases can be 

rescued by a combination immunotherapy”



Discussion: Emerging Advances in the Management of BCC (1/2)
Hedgehog inhibitors 

Several experts would like to challenge the use of hedgehog inhibitors in the front line, as these agents have an associated chronic 
toxicity profile that is especially difficult to tolerate for elderly patients
> Other experts did note the significant toxicity but think it would be difficult to improve on the efficacy. However, if a treatment displayed 

equivalent efficacy and improved safety and tolerability, then they would consider it in the front line. They do recognize that many companies 
may not want to fund a head-to-head comparison trial  

− One expert feels that intralesional RP1 injections have more potential in the front line for localized disease, as well as neoadjuvant 
therapy to improve outcomes for patients 

− An expert hopes that approval of cemiplimab in the US would bring RWE data if no head-to-head comparison trial is conducted

There are currently ongoing combination therapy trials with hedgehog inhibitors for relapsed disease that may help improve the 
tolerability, including those with an intermittent hedgehog inhibitor dosing schedule 
> The experts would welcome intralesional and systemic therapy combination trials in order to improve both efficacy and safety

Dr Hauschild:
I believe that this is a very nice scenario for a neoadjuvant 
as well as for intralesional agents because you have a tumor 
to inject here, and in almost all cases, apart from the very 
few advanced metastatic BCC cases, and so it could make 
sense to combine intralesional agents, as RP1 with systemic 
reactive agents like the new checkpoint inhibitors.

“ “

Dr Robert:
I would like to also challenge the second-line setting, in fact, 
in terms of toxicity. Hedgehog inhibitors, I mean, they have a 
chronic toxicity that makes it really difficult, especially in 
aged patients, so I think, definitely, anti–PD-1 in this tumor 
even with the lower response rate, I'm wondering whether I 
wouldn't like to give it first line in some patient, in fact.

“ “



Discussion: Emerging Advances in the Management of BCC (2/2)
Practice updates 

Cemiplimab displayed promising antitumor activity in locally advanced BCC after prior hedgehog 
inhibitor exposure 
> Although the experts noted that the efficacy was lower in BCC than what was reported with SCC, they 

postulated this is due to differences in prior treatments and/or immunologic disease differences 

The experts stressed that surgical resection for head and neck BCC should be avoided when 
possible, and neoadjuvant therapy has great potential to reduce disfigurement 
> The experts all agreed that greater education is required for the wider medical community on the benefits 

of neoadjuvant treatment with the aim to minimize disfigurement 
> The experts would welcome intralesional and systemic therapy combination trials with the aim to 

eliminate surgery in cases with small tumor size

Two experts would like to see anti–PD-1 therapies investigated in the front line, either systemic or 
intralesional, but this will likely be dependent on the patient's tumor expression profile. The experts 
referenced the promising pilot study Regeneron-1787

Dr  Hauschild:
There is intralesional use of PD-1 antibodies. I guess it's not very well known, because it 
was a pilot study and only 20 patients and 4 different doses of cemiplimab in cutaneous 
squamous cell carcinomas, intralesional use of cemiplimab; the response rate was 
71.4% complete response [In the Regereron-1787 trial] . . . [with these] data, you know, 
you can go immediately ahead for clinical trial for intralesional use [of cemiplimab], not 
only for cutaneous squamous carcinoma that the study was done, but also for BCC. 

“ “

Dr Eggermont :
We have to take our responsibility 
and inform the patient platforms.  
And we cannot withhold the current 
information about neoadjuvant 
anti-PD-1–based therapies that 
can avoid mutilating surgical 
interventions. 

“
“
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