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Melanoma Adjuvant and 
Neoadjuvant Therapy

ALEXANDER EGGERMONT, MD, PHD 



1076O: Adjuvant nivolumab (NIVO) vs ipilimumab (IPI) in resected stage III/IV melanoma: 4-y 
recurrence-free and overall survival (OS) results from CheckMate 238. J. Weber, et al   

Background

> NIVO has shown improved recurrence-free survival (RFS) vs IPI in patients (pts) with resected stage III/IV melanoma in the phase III 
CheckMate 238 study. Updated 48-mo RFS, distant metastases-free survival (DMFS), and primary OS were presented

Results

Conclusion

> NIVO continued to demonstrate improved RFS and DMFS vs IPI at 48 mo in pts with stage III/IV melanoma at high risk of recurrence
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48-month RFS in all pts 48-month DMFS in all stage IIIB−C pts



LBA46: Pembrolizumab versus placebo after complete resection of high-risk stage III melanoma: 
Final results regarding distant metastasis-free survival from the EORTC 1325-MG/Keynote 054 
double-blinded phase III trial. A. Eggermont, et al

Background

> The randomized phase III double-blind EORTC 1325/KEYNOTE-054 trial was conducted to evaluate pembrolizumab (PEMBRO) vs placebo 
(PBO) in pts with resected high-risk stage III melanoma

Results

Conclusion

> At 3.5-yr median follow-up, PEMBRO adjuvant therapy provided a clinically meaningful improvement in DMFS in resected high-risk stage III 
melanoma pts
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Updated RFS analysis Final DMFS analysis 
• Cut-off date (3-Apr-2020); median follow-up: 3.5 years; 418 DMFS events 

˃ This improvement in BRAF-mutated pts was similar to the COMBI-AD 

trial (hazard ratio [HR] = 0.55) for time to distant metastasis as first 

type of recurrence)

˃ Improvement was similar in AJCC-7 stage IIIA (HR = 0.63), IIIB (HR = 

0.58), IIIC (HR = 0.61)



1097P: 4-year relapse-free survival (RFS), overall survival (OS) and long-term toxicity of 
(neo)adjuvant ipilimumab (IPI) + nivolumab (NIVO) in macroscopic stage III melanoma - OpACIN 
trial. J.M. Versluis, et al

Background

> Neoadjuvant (neoadj) IPI + NIVO showed in different trials in almost 200 pts a pathologic response rate of 71%–78%. The 
investigator-initiated OpACIN trial was the first testing neoadj IPI + NIVO, and therefore has the longest follow-up. Pathologic
responses were observed in 7/9 pts (78%) in the neoadj arm; 1 pt was non-evaluable. The question remains how durable these 
responses are. Four-year safety and survival data from this trial were presented

Results

Conclusion

> The 4-year survival data of OpACIN indicate that pathologic response with neoadj IPI + NIVO in macroscopic stage III melanoma is
an excellent surrogate marker for long-term outcome (RFS and OS), as none of the responders has relapsed. In combination with 
data from other neoadj trials, these data suggest pathologic response could be a valuable outcome parameter in neoadj immune 
checkpoint inhibitor trials
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1085P: Health-Related Quality of Life in Stage III Melanoma Patients Treated with Neoadjuvant 
Ipilimumab and Nivolumab Followed by Index Lymph Node Excision Only versus Therapeutic 
Lymph Node Dissection: 24 week results of the PRADO trial. N.M.J. Van Den Heuvel, et al

Background

> Neoadj IPI + NIVO induces high pathologic response rates with high RFS. Response appears concordant among nodes in the tumor 
bed, such that a therapeutic lymph node dissection (TLND) may not be required for pts achieving a major pathologic response 
(≤10% viable tumor cells) in a single sampled node. In the PRADO trial, TLND was omitted in pts achieving a major pathologic 
response after resection of just their index lymph node (ILN; the largest LN marked prior to neoadjuvant therapy). Authors provided 
24-week health-related quality of life (QOL) results of pts undergoing ILN procedure only vs pts without major pathologic response 
who underwent TLND

Results

For the 99 pts enrolled in PRADO, QOL questionnaire completion rates were 

> 91% at baseline and 93%, 90%, 67% at week 6, 12, and 24, respectively. Pts were included if they filled in at least 2 QLQs. Median 
age was 59 (range, 19–86) years 

> Over the follow-up period of 24 weeks, pts who went on to TLND (n = 30) scored significantly lower on global (difference (diff = –
6.82; P =.025), physical (diff = –8.74; P <.001), and role functioning (diff = –10.74; P =.012), but higher in symptom burden of 
insomnia (diff = 17.61; P <.001), pain (diff = 8.60; P = .002), fatigue (diff = 8.98; P = .024), constipation (diff = 8.43; P = .001), and 
melanoma surgery-related symptoms (–2.55; P =.001) than pts who did not (n = 61)

Conclusion

> Pts who undergo ILN excision have significantly higher QOL scores and significantly lower symptom scores compared with pts who 
undergo both ILN excision and TLND 
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1100P: Restricted mean survival time (RMST) and cure-rate modeling in estimating survival benefit 
with adjuvant dabrafenib (D) plus trametinib (T) treatment in melanoma. J.M. Kirkwood, et al

Background

> Kaplan-Meier and Cox regression time-to-event analyses have traditionally been used to estimate RFS and assess adjuvant 
treatment effects in high-risk melanoma. However, these methods do not account for nonproportional hazards and/or the potential 
that a fraction of pts may never have disease relapse. To overcome these limitations, authors evaluated treatment effects using 
RMST, which assesses area under the survival curve and cure-rate analysis in COMBI-AD

Results

> Median follow-up was 60 mo and 58 mo in the D + T and PBO arms, respectively

> At the data cutoff (Nov 8, 2019), RMST across all stages was 41.5 mo (95% CI, 39.4–43.6 mo) with D + T vs 28.7 mo (95% CI, 26.3–
31.2 mo) with PBO (representing a gain in RFS of 12.8 mo with D + T over 60 mo) 

> The overall cure rate was 51% (95% CI, 46%–56%) with D + T vs 35% (95% CI, 30%–40%) with PBO, meaning an absolute 
increase of 16% in the fraction of pts who remain relapse free long-term with D + T 

> RMST and cure rate were improved with D + T across AJCC-7 substages, with the greatest benefit observed in pts with high-risk 
baseline stage IIIB or IIIC

Conclusion

> RMST and cure-rate models complement conventional statistical methods for 5-year COMBI-AD analysis, and may facilitate clinical 
interpretation of treatment effects for oncologists and pts. These analyses provide insights into long-term clinical benefits of adjuvant 
therapy with D + T; OS analysis is currently ongoing
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MELANOMA ADJUVANT AND NEOADJUVANT THERAPY –
DISCUSSION (1/3)

> There was enthusiasm about the results of the PRADO trial (neoadjuvant IPI + NIVO; 1085P) in pts 
with stage III melanoma and palpable lymph nodes. One advisor believes “this will be practice-
changing in stage III and resectable stage IV melanoma.” However, it was noted that
− The concept of being able to spare pts the morbidity of lymph node dissection is attractive, but ILN 

excision requires a high degree of technical skill, which will likely only be possible in big centers initially, 
and then move to smaller hospitals. This methodology, however, is entirely transferable

− Pts with palpable LN disease represent a minority of pts with stage III disease, but are pts with poor 
prognosis

− In some cancer types, there has been a correlation between increased pathologic response rate and 
increased median OS. It is unclear if these parameters correlate during immunotherapy (IO) in melanoma. 
Therefore, further follow-up is needed to definitively conclude that OS will not be affected by skipping LN 
dissection in pts with pathologic complete response (pCR)

− Experts eagerly await results from the ongoing randomized study comparing neoadjuvant vs adjuvant IPI 
+ NIVO, for additional insight on the optimal sequencing of IO and surgery
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MELANOMA ADJUVANT AND NEOADJUVANT THERAPY –
DISCUSSION (2/3)

> The following recommendations were made for a neoadjuvant trial design with a sentinel node-
positive pt population with no palpable LNs or none visible on scan

− Administer 1 cycle of neoadjuvant low-dose IPI 

− For pts at high risk of having a positive sentinel node, perform sentinel node procedure, and score it as 
positive or negative 

− Include gene profiling of the primary tumor to complete the nomogram for risk

− Assess reduction of positive sentinel nodes after neoadjuvant treatment, with no further complete LN  
resection

> Safety with neoadjuvant therapy needs be considered outside clinical trial populations, and benefit-
risk balanced carefully, particularly in the lower-risk pt populations. It was observed that in the 
OpACIN trial, there was a high incidence of endocrinopathies 
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MELANOMA ADJUVANT AND NEOADJUVANT THERAPY –
DISCUSSION (2/2)

> CheckMate 238 and KEYNOTE 054 (1076O and LBA46) have not shown practice-changing data
− There is a difference in the performance of the BRAF mutated patients in both trials. For example, the 4-

year RFS HR for NIVO vs IPI was 0.79 for BRAF mutated vs 0.69 for BRAF wild type in CheckMate 238, 
and a similar decreased benefit reported in KEYNOTE 054. It is not clear why this is although it is unlikely 
due to chance, given the size of both trials.  Additionally, RFS and DMFS rates in KEYNOTE 054 and 
CheckMate 238, respectively, are similar to the estimated rates of RFS at 3 years in the COMBI-AD trial 
with BRAF-mutated patients (dabrafenib + trametinib arm)

− Given the similar efficacy between BRAF/MEK-targeted therapy and anti–PD-1 therapy in the adjuvant 
setting, experts believe that both treatment options may be equally considered for BRAF-mutated patients.

− In lower-risk melanoma BRAF-mutated stage IIIA patients, safety would play a role in choosing 
immunotherapy or BRAF/MEK-targeted therapy, and the latter may be preferred 

> Experts noted they were disappointed that no data were presented at ESMO regarding CheckMate-
915 (ipi + nivo vs nivo in patients with resected high-risk melanoma and PD-L1 <1%)
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Relapsed/Refractory 
Metastatic Melanoma

CAROLINE ROBERT, MD, PHD 



LBA44: Lenvatinib (len) plus pembrolizumab (pembro) for advanced melanoma (MEL) that 
progressed on a PD-1 or PD-L1 inhibitor: Initial results of LEAP-004. A.M. Arance Fernandez, et al 

Background

> Identification of safe and effective treatment options for melanoma that progressed on anti–PD-1 based therapy is a 
large unmet need. The open-label, single-arm, phase II LEAP-004 study (NCT03776136) evaluates the combination 
of LEN (multikinase inhibitor) and PEMBRO (anti–PD-1) in this population

Results

Conclusion

> The combination of LEN and PEMBRO has activity in pts with advanced melanoma with confirmed progression on a 
PD-1/L1 inhibitor, including those with progressive disease (PD) on combined anti–PD-1/L1 + anti–cytotoxic T-
lymphocyte antigen 4. The safety profile was consistent with prior studies 
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1081MO: Efficacy of ipilimumab plus nivolumab or ipilimumab plus fotemustine vs fotemustine in 
patients with melanoma metastatic to the brain: primary analysis of the phase III NIBIT-M2 trial. 
A.M. Di Giacomo, et al  

Background 

> Brain metastases (BM) represent a high unmet medical need, for which the therapeutic potential of immune checkpoint(s) is being 
actively investigated. Temozolomide and fotemustine have been the therapeutic mainstay of melanoma pts with BM for over 2 
decades. Authors reported results of the primary analysis of the NIBIT-M2 study, the first phase III trial that explored the efficacy of 
IPI + NIVO in metastatic melanoma pts with BM

Results

Conclusion

> Unlike IPI + fotemustine, IPI + NIVO significantly (P = .009) improved the long-term survival of metastatic melanoma pts with BM, 
compared with fotemustine. IPI + NIVO should represent the treatment of choice in first-line metastatic melanoma pts with BM
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1083MO: Final Results from ILLUMINATE-204, a Phase 1/2 Trial of Intratumoral Tilsotolimod in 
Combination with Ipilimumab in PD-1 Inhibitor Refractory Advanced Melanoma. C. Haymaker, et al   

Background

> Tilsotolimod (IMO-2125), an investigational Toll-like receptor 9 agonist, activates innate and adaptive immune responses and rapidly 
upregulates type I interferon and dendritic cell activation following intratumoral injection. ILLUMINATE-204 was a phase I–II study of 
tilsotolimod with IPI in pts with advanced melanoma following progression on or after anti–PD-1 therapy

Results

Conclusion

> Tilsotolimod with IPI was generally well tolerated and demonstrated efficacy in anti–PD-1 refractory advanced melanoma. Activity
was observed in injected and noninjected lesions. A phase III study of this combination compared with ipilimumab alone 
(ILLUMINATE-301; NCT03445533) is ongoing
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1080MO: The value of local therapy in treatment of solitary melanoma progression upon immune 
checkpoint inhibition. J.M. Versluis, et al 

Background

> Pts with stage IV melanoma can achieve long-term disease control through treatment with immune checkpoint inhibition. Disease 
progression in a single tumor lesion (solitary progression) after initial response to immune checkpoint inhibition is often treated with 
local therapy. This study aimed to evaluate the benefits of local therapy for the treatment of solitary progression during (on) or after 
cessation of (off) immune checkpoint inhibition

Results

> For pts with solitary PD during immune checkpoint inhibition, no benefit in progression-free survival (PFS), but OS benefit

> For pts with solitary PD after immune checkpoint inhibition, benefit in PFS, but no OS benefit 

Conclusion
> In pts with solitary progression off immune checkpoint inhibition, combination of local therapy + immune checkpoint inhibition restart was most successful in delaying 

further progression but did not improve OS so far compared with single-modality treatment. Local therapy + immune checkpoint inhibition continuation in pts with 
solitary progression on immune checkpoint inhibition did not improve time to treatment of solitary progression, but did improve OS. This indicates that local therapy 
can benefit pts
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Median time to second progression after treatment of 

solitary progression – during immune checkpoint inhibition

Time to treatment of solitary progression 

– after immune checkpoint inhibition



1112P: Intralesional therapy with Talimogene Laherparepvec for stage IIIB-IVM1a melanoma is 
able to achieve a high rate of complete and durable responses and is associated with tumor load. 
E. Stahlie, et al

Background

> Talimogene laherparepvec (T-VEC) is a genetically modified herpes simplex type 1 virus and known as an effective oncolytic IO for 
injectable cutaneous, subcutaneous, and nodal melanoma lesions in stage IIIB–IVM1a pts, as approved by the European Medicines 
Agency. The objective of the current study was to identify prognostic factors for achieving CR that can be used to select pts for 
treatment with T-VEC monotherapy

Results

Conclusion

> This study showed that intralesional T-VEC monotherapy for stage IIIB–IVM1a melanoma achieved high CR and durable response 
rates. The prediction model shows that use of T-VEC in pts with lower tumor burden is associated with better outcomes, suggesting 
T-VEC should perhaps be used earlier in the course of the disease
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Non-CR

All

CR

Non-CR

All

OS PFS • Tumor size, type of metastases, prior 

treatment with systemic therapy, and stage 

(8 Th AJCC) were independent prognostic 

factors for achieving a CR 



RELAPSED/REFRACTORY METASTATIC MELANOMA –
DISCUSSION (1/2)

> Experts reiterated that IPI + NIVO has become the standard of care for relapsed/refractory 
melanoma, and none of the ESMO abstracts described activity beyond what they would expect for 
the combination; therefore, no practice-changing data were presented

− There is still an unmet need for metastatic pts, and new drugs are needed that can produce better clinical 
outcomes compared with IPI + NIVO

> Methodology for phase III trial design in the relapsed/refractory setting, after anti–PD-1 treatment, 
needs to be revisited, as none are using IPI + NIVO as the control arm, which is currently the 
benchmark

> LEN + PEMBRO (LEAP-004 trial; LBA44)

− Data are interesting, and in line with observed activity in treatment of other tumors, but the experts are 
unsure whether results are sufficient to justify a randomized phase III trial when considered in the context 
of the IPI + NIVO benchmark

− Additionally, it is unclear how much benefit LEN adds to anti–PD-1 activity, and whether this is a result of 
vascular endothelial growth factor or fibroblast growth factor receptor blockade. The latter would be 
interesting in the setting of acquired or intrinsic resistance to anti–PD-1, and could be relevant to some pts. 
Further mechanistic studies are needed
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RELAPSED/REFRACTORY METASTATIC MELANOMA –
DISCUSSION (2/2)

> T-VEC (real-world cohort analysis; 1112P)

− There is hope for the use of an injectable agent like T-VEC for local control of tumor in early stage pts, and 
it is well tolerated

− Some pts derive benefit from T-VEC injection, and being able to select the right pts would be valuable

− Intratumoral IO should be explored further, as more centers are equipped with teams collaborating with 
interventional radiologists, and it would important to be able to inject tumors beyond skin and lymph nodes

− There is anticipation for the results of the phase III trial of T-VEC +/– PEMBRO in unresected melanoma 
(KEYNOTE-034), to understand if the combination has synergistic activity

> Tilsotolimod + IPI (ILLUMINATE-204 trial; 1083MO)

− The agent has manageable safety, and injection issues are transitory

− It would be interesting to explore the agent beyond injections at accessible sites

− There is anticipation for the second-line, phase III trial (ILLUMINATE-301)

− It is too early to know how it will benefit pts, but if there is synergy with IPI, it will be interesting to compare 
this regimen to IPI + NIVO, also in first line
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Immunotherapy for 1L 
Metastatic Melanoma

REINHARD DUMMER, MD



LBA45: First report of efficacy and safety from the phase II study SECOMBIT (SEquential COMBo 
Immuno and Targeted therapy study). P. Ascierto, et al  

Background

> Targeted therapy (TT; encorafenib + binimetinib and IO [IPI + NIVO]) increases OS in metastatic BRAF-mutated melanoma 
pts. The question of which should be the first option is open. One strategy could be a short course of TT, switched to combo 
IO prior to progression of disease. In order to answer to this question, authors conducted the SECOMBIT study, a 
randomized 3-arm phase II study (NCT02631447)

Results

Conclusion

> The first report of total PFS shows an interesting trend in Arm C (short course of TT with switch to IO at response). However, 
longer follow-up with more mature data is needed to confirm these data. In the second half of 2021, authors will report 
additional data on total PFS and first report of OS (main endpoint) 
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1082MO: 5-year characterization of complete responses in patients with advanced melanoma 
who received nivolumab plus ipilimumab (NIVO+IPI) or NIVO alone. C. Robert, et al  

Background

> Five-year outcomes of pts with a CR to NIVO + IPI or NIVO alone and factors associated with continued CR or relapse are unknown.
The current pooled analysis addressed these key questions, including a 12-mo CR landmark analysis used to decrease the time-
guarantee bias

Results

Conclusion

> NIVO + IPI- or NIVO-treated pts in CR at 12 months have a high likelihood of being alive at 5 years even without subsequent 
systemic therapy. Several baseline pt characteristics were associated with CR duration. Factors associated with CR may differ for 
NIVO + IPI and NIVO alone. Biomarker analyses are ongoing
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1139P: Long-Term Safety Profile of Pembrolizumab Monotherapy and Relationship With Clinical 
Outcome: A Pooled Analysis of Patients With Advanced Melanoma. O. Hamid, et al  

Background

> Long-term safety of PEMBRO in metastatic melanoma was analyzed using data from phase I–III studies: KEYNOTE-001, 
KEYNOTE-002, and KEYNOTE-006

Results

Conclusion

> These results further support PEMBRO use in advanced melanoma, with no new toxicity signals after lengthy follow-up of a large pt 
population. In landmark analyses, PEMBRO efficacy was similar regardless of immune-mediated adverse event (AE) occurrence or 
systemic corticosteroid use
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1105P: Estimating long-term survivorship in patients with advanced melanoma treated with 
immune-checkpoint inhibitors: analyses from the phase 3 CheckMate 067 trial. P. Mohr, et al

Background

> Immune-checkpoint inhibitors NIVO and IPI, alone and in combination, have demonstrated durable long-term survival patterns in 
previously untreated pts with advanced melanoma in the CheckMate 067 trial (NCT01844505). Plateaus in OS and PFS data can be 
attributed to survival heterogeneity, which can be better captured by mixture models 

Results

Conclusion

> Mixture models adequately captured the survival plateaus in CheckMate 067 and suggest a higher proportion of long-term survivors
with NIVO and NIVO + IPI than with IPI. These methods may be used in the indirect estimation of auxiliary outcomes, such as time to 
subsequent treatment and impact of subsequent treatments on long-term survivors
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1147P: Primary Ipilimumab/Nivolumab immunotherapy followed by adjuvant Nivolumab in locally 
advanced or oligometastatic melanoma: preliminary results. E. Cocorocchio, et al  

Background

> The aim of neoadjuvant therapy in locally advanced or oligometastatic melanoma is to facilitate radical resection, improve outcomes, 
and undertake research to identify biomarkers of response and resistance. Recently, pathologic response has been indicated as a 
surrogate of survival. Authors investigated efficacy of IPI + NIVO as primary treatment of locally advanced or oligometastatic 
melanoma pts in an open-label, single-arm, 2-center study

Results

Conclusion

> Primary IPI + NIVO is effective and feasible, showing high pCR rates. Toxicity was superimposable to that already observed with this 
schedule. Longer follow-up is needed to assess a correlation between pathologic response and survival
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• pCR was reached in 9/17 (52%), pathologic partial 

remission in 4/17 (24%), and pathologic no response 

(pNR) in 4/17 (24%) pts 

• With a median follow-up of 5 months, all pts are 

alive; 1, with pNR at surgery, relapsed during the 

adjuvant phase 

• In the neoadjuvant phase, 4 pts (18%) developed 

grade 3–4 AEs: 2 transaminitis, 1 myocarditis, and 1 

asymptomatic creatine phosphokinase increase after 

4, 3, and 2 cycles; 3 of them underwent to surgery 

after toxicity resolution 

• No grade 3–4 AEs were observed during adjuvant 

phase



IMMUNOTHERAPY FOR 1L METASTATIC MELANOMA –
DISCUSSION (1/3)

> IPI + NIVO remains the standard of care for frontline treatment in the metastatic setting. However 
“Still there is a long way to go; we don’t want to cure only 50% of the patients—we want to cure 90% 
or more”

> SECOMBIT trial (LBA45)

− Requires a longer follow-up, but PFS data for second progression for the SECOMBIT-C arm (targeted 
induction therapy followed by immunotherapy; the “sandwich approach”) appear promising

− Additional trial data are needed, as the sandwich approach, despite lack of evidence thus far, is used by 
some physicians in daily practice for selected high-risk pts and for pts with extended tumor load

− There is an ongoing larger trial, EORTC EBIN (NCT03235245), addressing the same question, although 
recruitment is slow because of the requirement for a tumor biopsy prior to treatment. Experts noted it is 
important to mandate biopsies pre- and posttreatment, to conduct translational research that can provide a 
further understanding of the tumor biology
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IMMUNOTHERAPY FOR 1L METASTATIC MELANOMA –
DISCUSSION (2/3)

> The pooled analysis of data from the KEYNOTE-001, KEYNOTE-002, and KEYNOTE-006 (1139P) 
trials including 1567 pts showed that clinical outcomes with PEMBRO monotherapy were similar in 
pts who did or did not experience immune-related AEs

− These data contradict other reports in the literature (eg, Eggermont AMM, et al. JAMA Oncol. 
2020;6(4):519-527), and it was pointed out that the statistical methodology needs to be examined in 
greater detail

− An expert noted that it may be a question of some AEs correlating with outcome and others not, whereas 
when all the AEs are analyzed together, the correlation with clinical outcomes may be lost

> An expert stated that it would be interesting to conduct a prospective trial, to study whether pts with 
mild to moderate side effects (many endocrine related) can be safely managed without high-dose 
steroids, and how this it impacts outcomes

> The study of long-term survivorship in CheckMate 067 (1105P) showed that approximately half of 
the pts with advanced melanoma treated with IPI + NIVO were long-term survivors

− Experts believe it is important to identify biomarkers in this group of pts, besides what is already known, 
such as low tumor burden, healthy pts, normal lactate dehydrogenase, only 1 or 2 organs involved
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IMMUNOTHERAPY FOR 1L METASTATIC MELANOMA –
DISCUSSION (3/3)

> Neoadjuvant treatment with IPI + NIVO before surgical resection in locally advanced or 
oligometastatic disease (1147P) 

− It was noted that in oligometastatic disease, the more metastatic lesions there are, the more heterogeneous 
the malignant disease, and therefore, the harder to define pathologic response following treatment. This 
raises the question of how representative the histology of one metastasis might be for the whole outcome 
of the metastatic disease. This concept raised some concerns among experts that the analyses presented 
might be oversimplified and may miss important changes in the nontarget lesions

− Systemic therapy is more commonly used by the experts for stage IV resectable disease, without the need 
for surgery. Surgery or radiotherapy may be reserved for residual sites of disease as measured by imaging

− “We can actually cure these patients with 2 cycles of IPI + NIVO and they won’t need to undergo surgery.
We really need to change our mindset”

> LBA48 (Clinical efficacy and immunity of combination therapy with nivolumab and IDO [indoleamine 
2,3 dehydrogenase]/PD-L1 peptide vaccine in pts with metastatic melanoma: A phase I/II trial. 
Svane IM, et al) was mentioned as being of special interest by one expert. An overall response rate 
(ORR) of 79% was reached and CR in 45% of 30 treatment-naive stage IV melanoma pts treated 
with NIVO and IDO/PD-L1 vaccine. However, this study lacked the context of how IPI + NIVO would 
have fared in the study population
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1L BRAF-Mutated Metastatic 
Melanoma – Long-term Results 
and Strategies to Improve on 
MAPK-Targeted Therapies

JAMES LARKIN, MD, PHD 



LBA43: Spartalizumab plus dabrafenib and trametinib (Sparta-DabTram) in patients (pts) with 
previously untreated BRAF V600–mutant unresectable or metastatic melanoma: Results from the 
randomized part 3 of the phase III COMBI-i trial. P. Nathan, et al

Background

> Results from the safety run-in (part 1) and biomarker cohort (part 2) of COMBI-i (NCT02967692) have been previously reported. Part 
3 is a global, PBO-controlled, double-blind, phase III study evaluating the anti–PD-1 antibody spartalizumab (SPARTA) + DabTram in 
pts with previously untreated BRAF V600-mutant unresectable or metastatic melanoma. Authors reported the primary analysis for 
part 3 of COMBI-i

Results

Conclusion

> The primary endpoint was not met. SPARTA-DabTram did not significantly improve PFS vs PBO-DabTram; while OS was not 
formally tested, a HR of 0.785 was observed in favor of SPARTA-DabTram, and median OS had not been reached in either 
treatment arm. A higher number of dose modifications (reductions/interruptions) and discontinuations was observed in pts treated
with SPARTA-DabTram, suggesting increased toxicity
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1137P: Incidence and time course of adverse events (AEs) with atezolizumab (A) in combination 
with vemurafenib (V) and cobimetinib (C) in the phase 3 IMspire150 study. K. Lewis, et al

Background 

> The phase III IMspire150 study (NCT02908672) demonstrated improved PFS with first-line A vs PBO combined with V + C in pts with 
BRAF V600 mutation-positive advanced melanoma. Safety profiles of A and V + C partially overlap. Authors reported incidence, time 
course, and outcomes of select AEs of special interest (AESIs) in IMspire150

Results

Conclusion

> These data indicate that key AESIs with A + V + C occur early during treatment; are manageable, with resolution times similar to
those with V + C; and have low to moderate risk of recurrence. Recurrent AESIs are generally mild to moderate in severity with no 
evidence of cumulative effect
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1098P: Neoadjuvant cytoreductive treatment with BRAF/MEK inhibition of prior unresectable 
regionally advanced melanoma to allow complete surgical resection, REDUCTOR: a prospective 
single arm phase II trial. M. Rohaan, et al

Background 

> Approximately 5% of pts with macroscopic regional metastatic melanoma present with unresectable locally advanced disease. This 
makes treatment according to standard of care in stage III melanoma, consisting of complete surgical resection and adjuvant 
systemic therapy, unfeasible

Results
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1108P: Real World (RW) Sequencing Outcomes with Immunotherapy and Targeted Therapy (TT) 
in BRAF+ Metastatic Melanoma (The NOBLE Study Series). A. Betof Warner, et al

Background

> Initial treatment decision-making for BRAF-positive metastatic melanoma pts remains complex. TT with BRAF-MEK inhibition is 
associated with high ORR, but is thought to be of limited duration, while checkpoint inhibitors (IO) are associated with lower ORR but 
can be more durable. In the absence of head-to-head clinical trial data, it is unclear which treatment sequence (1L IO to 2L TT vs 1L 
TT to 2L IO) provides maximum benefit to pts. This study compares outcomes in the RW across the 2 treatment sequences

Results
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1L BRAF-MUTATED METASTATIC MELANOMA –
DISCUSSION (1/2)

> COMBI-i trial (LBA43)

− There was a marginal efficacy signal with the triplet (SPARTA + DabTram); however, the experts do not see 
this as enough to counterbalance the toxicity 

− Experts speculated that the triplet may be considered for some pts who are doing very poorly or advancing 
rapidly during adjuvant therapy (although currently there are no data to support this)

− Experts criticized the trial design, noting that a control arm with anti–PD-1 monotherapy should have been 
included: “. . . the way this trial was set up has practically no value at all"

− Experts noted that the investigator-assessed PFS in the phase III IMspire150 (A +/– C and V) was 4.5 
months in favor of the triplet (met its primary endpoint) and 4.2 months for the COMBI-i trial (did not meet 
its primary endpoint), and yet the A triplet regimen received US Food and Drug Administration (FDA) 
approval for BRAF-mutated pts with unresectable or metastatic melanoma. Experts view a triplet regimen 
with caution, and do not think it its use could be justified, given the associated toxicity 

− In the EU, the triple combination (A + C + V) will likely not be approved. In Switzerland, however, it may be 
approved following the FDA approval
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1L BRAF-MUTATED METASTATIC MELANOMA –
DISCUSSION (2/2)

> REDUCTOR trial (1098P)

− The results of the trial confirm what is already done in clinical practice when needed: induction with 
BRAF/MEK-targeted therapy in unresectable pts, with the goal to make them resectable 

− In a hypothetical scenario experts would use adjuvant IPI + NIVO for an inoperable pt who has received 
induction BRAF/MEK-targeted therapy, with the goal to make them resectable. If the pt then relapses, the 
experts might restart with BRAF/MEK-targeted therapy, as in their experience, the pt responds to its 
reintroduction after a long period of no exposure
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