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PRESENTED BY:

DREAMseq (Doublet, Randomized Evaluation in 
Advanced Melanoma Sequencing) a Phase III 

Trial: ECOG-ACRIN EA6134

Michael B. Atkins, MD

Michael B. Atkins1, Sandra Lee2, Bartosz Chmielowski3, Antoni Ribas3, Ahmad A. Tarhini4, 

Thach-Giao Truong5, Diwakar Davar6, Mark O’Rourke7, Brendan D. Curti8, Joanna M. Brell9, 

Kari L. Kendra10, Alexandra P. Ikeguchi11, Jedd D. Wolchok12, John M. Kirkwood6

1Georgetown Lombardi Comprehensive Cancer Center, Washington DC; 2Dana-Farber Cancer Institute, Boston MA; 3Jonsson 

Comprehensive Cancer Center University of California Los Angeles, Los Angeles CA; 4H. Lee Moffitt Cancer Center and Research 

Institute, Tampa FL; 5Kaiser Permanente Northern California, Vallejo CA; 6Pittsburgh Cancer Institute, Pittsburgh PA; 7Greenville Health 

System Cancer Institute, Greenville SC; 8Providence Cancer Institute, Portland OR; 9MetroHealth Medical Center, Cleveland OH; 
10Ohio State University Comprehensive Cancer Center, Columbus OH; 11University of Oklahoma Medical Center, Oklahoma City OK; 

12Memorial Sloan Kettering Cancer Center, New York NY



PRESENTED BY: Michael B. Atkins, MD 

Overall Survival (OS): Step 1 +/- Step 2

Nivo/Ipi +/- Dab/Tram: 38/133 died, 

2-yr OS rate 72% (95% CI:62%, 79%)

Dab/Tram +/- Nivo/Ipi: 62/132 died, 

2-yr OS rate 52% (95% CI: 42%, 60%)

Log-rank p-value = 0.0095

20%, (95% RCI: 3%-38%), Z-stat= 3.157 >2.743



Poulikakos, Sullivan, Yaeger. Submitted 2022. 



Emerging Data With BRAF Dimer, ERK, MEK, Various Combos

ERKi1 RAF dimer i2

MEKi3,4

RAF dimer I + MEKi5

1. Sullivan RJ et al. Cancer Discov. 2018;8(2):184-195; 2. Desai J et al. J Clin Oncol. 2020;38(19):2140-2150; 3. Ascierto PA et al. Lancet Oncol. 
2013;14(3):249-256; 4. Dummer R et al. Lancet Oncol. 2017;18(4):435-445; 5. Kim TW et al. ESMO 2021. Abstract 529P.



ERKi1 RAF dimer i2

MEKi3,4

RAF dimer I + MEKi5

1. Sullivan RJ et al. Cancer Discov. 2018;8(2):184-195; 2. Desai J et al. J Clin Oncol. 2020;38(19):2140-2150; 3. Ascierto PA et al. Lancet Oncol. 
2013;14(3):249-256; 4. Dummer R et al. Lancet Oncol. 2017;18(4):435-445; 5. Kim TW et al. ESMO 2021. Abstract 529P.

LXH254 + trametinib
LXH254 + LTT463
Belvarafenib + cobimetinib
Lifirafenib + mirdametinib
KIN-2787 + binimetinib
DAY101 + ?
BGB-3245
ASTX029
ERAS007
JSI-1187

Emerging Data With BRAF Dimer, ERK, MEK, Various Combos



Yaeger R et al. Cancer Discovery. 2019;9(3):329-341. 

Targeting Less Common BRAF Mutations



Improving First Line Therapy

Combinations CTLA4 and PD1

LAG -3 

Others……



CheckMate 067: 6.5-year Overall survival

17
aDescriptive analysis. 

NIVO + IPI (n = 314) NIVO (n = 316) IPI (n = 315)

Median (95% CI), mo 72.1 (38.2–NR) 36.9 (28.2–58.7) 19.9 (16.8–24.6)

HR (95% CI) vs IPI 0.52 (0.43–0.64) 0.63 (0.52–0.76) –

HR (95% CI) vs NIVOa 0.84 (0.67–1.04) – –
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Wolchok JD et al. ASCO 2021. Abstract 9506.
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OS by presence of baseline liver metastases 

19

NIVO + IPI (n = 93) NIVO (n = 90) IPI (n = 92)

Median (95% CI), mo 28.2 (15.2–71.9) 18.2 (8.1–32.3) 13.1 (9.6–18.4)

HR (95% CI) vs IPI 0.66 (0.46–0.93) 0.81 (0.58–1.14) –

HR (95% CI) vs NIVOa 0.81 (0.56–1.16) – –

With liver metastases
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NIVO + IPI (n = 221) NIVO (n = 226) IPI (n = 223)

Median (95% CI), mo NR (50.7–NR) 52.7 (36.0–NR) 23.5 (18.6–29.4)

HR (95% CI) vs IPI 0.47 (0.37–0.60) 0.56 (0.44–0.71) –

HR (95% CI) vs NIVOa 0.84 (0.64–1.09) – –

Without liver metastases
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aDescriptive analysis. 
Wolchok JD et al. ASCO 2021. Abstract 9506.
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J Weber; Jeffrey.Weber@nyulangone.org

Serum IL-6 and CRP Are Prognostic Factors 
in Melanoma Patients Receiving
Single Agent and Combination

Checkpoint Inhibition
Jeffrey Weber,1 F. Stephen Hodi,2 Hao Tang,3 Lauren Hippeli,3 Xiaozhong Qian,3

Megan Wind-Rotolo,3 James Larkin,4 Jedd Wolchok,5 Mario Sznol,6

Caroline Robert,7 David Woods,1 Melinda Vassallo,1 Andressa Laino1

1NYU Perlmutter Cancer Center, New York, NY, USA; 2Dana-Farber Cancer Institute, Boston, MA, USA; 
3Bristol-Myers Squibb, Princeton, NJ, USA; 4Royal Marsden Hospital, London, UK; 5Memorial Sloan Kettering 

Cancer Center, New York, NY, USA; 6Yale University Medical Center, New Haven, CT, USA; 
7Gustave Roussy, Paris, France

Weber JS et al. ASCO 2019. Abstract 100.



J Weber; Jeffrey.Weber@nyulangone.org

CheckMate 067: Association of Baseline IL-6 Levels 
With OS Across Treatment Arms 

High IL-6 levels were associated with shorter OS 
IL-6 LLOQ: 11 pg/mL.
HR adjusted for ECOG, BRAF, M stage, and baseline LDH.
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Relationship between selected baseline tumor biomarkers and PFS

Relationship Between Baseline Biomarkers and Response

Baseline tumor biomarkers 

were associated with longer 

PFS*† 

• High CD8+ TIL, high 

IFN-γ GEP, high CD74, and 

high HLA-E in baseline 

tumor biopsies were 

associated with a longer 

PFS

Diab A et al. J Clin Oncol. 2021;39(26):2914-2925.



Second Line Options

Combinations CTLA4 and PD1

LAG -3 

Others……



Unmet Needs in Advanced Disease

2nd/3rd line therapy after anti-
CTLA-4 plus or after anti-PD-1

Adoptive cell therapy

Feces?
Clinical trials in the post-PD-1 setting

Nearly all the presented and published data is in front-
line setting and in patients with cutaneous melanoma



Mechanisms of Resistance[a]

Activating Receptors/Costimulatory Molecules[b]

T Cell-Tumor Interactions: Loci for Proposed Acquired Resistance 

a. Schoenfeld AJ, et al. Cancer Cell. 2020;37:443-455; b. Mellman I, et al. Nature. 2011;480:480-489. 



PIVOT-02 1L Melanoma: 
Best Overall Response by Independent Radiology

Data cut-off: September 1, 2020.

Response-evaluable population includes eligible patients with measurable disease (per RECIST v1.1) at baseline and at least one post-baseline assessment of tumor response. 

All objective responses are confirmed.

BEMPEG, bempegaldesleukin; CR, complete response; NIVO, nivolumab; PD, progressive disease (due to non-target lesion progression or presence of new lesion); PD-L1, programmed death-ligand 1; PR, partial response (complete response for target 

lesion; non-target lesion still present); RECIST, Response Evaluation Criteria In Solid Tumors; SD, stable disease.

• Median duration of follow-up: 

29.0 months (IQR: 15.7–32.3 

months)

• Confirmed ORR by BICR: 

52.6% (95% CI: 35.8–69.0; 

n=20/38)

• CR rate: 34.2% (n=13/38)

• 90% (18/20) of responding 

patients achieved 100% 

reduction in target lesions 

from baseline

• Median time to response:

• First response: 2.0 months 

(range: 1.5–4.1 months)

• CR: 7.9 months 

(range: 1.5–15.2 months)

Waterfall plot showing the maximum change in tumor size with BEMPEG plus NIVO (n=38)

Diab A et al. J Clin Oncol. 2021;39(26):2914-2925.



Lenvatinib Plus Pembrolizumab For Patients With Advanced Melanoma and Confirmed Progression on a PD-1 or PD-L1 Inhibitor: Updated Findings of LEAP-004

Arance A et al. ASCO 2021. Abstract 9504.



Slide 8

Arance A et al. ASCO 2021. Abstract 9504.



Novel Immune Mechanisms

Bispecific Antibodies 

Adoptive T Cell Therapy



Immune Mobilizing T Cell Receptor Against Cancer   (ImmTAC) 

Nathan P et al. N Engl J Med. 2021;385:1196-1206.



Results from Phase Ib study of tebentafusp (tebe) in combination with 

durvalumab (durva) and/or tremelimumab (treme) in metastatic 

cutaneous melanoma

Authors: O. Hamid1, J. C. Hassel2, A.N. Shoushtari3, F. Meier4, T. Bauer5, A. Salama6, J. Kirkwood7, P. 

Ascierto8, P. Lorigan9, C. Mauch10, M. Orloff11, J. Evans12, R. Edukulla13, C. Holland13, S.E. Abdullah13, 

R. Mundy13, M. Middleton14

1The Angeles Clinic and Research Institute, A Cedars-Sinai Affiliate, Los Angeles, CA, United States; 2Heidelberg University Hospital, Heidelberg, Germany; 
3Memorial Sloan-Kettering Cancer Center, New York, NY, United States; 4University Hospital Carl Gustav, Dresden, Germany; 5Tenesse Oncology, Nashville, TN, 

United States; 6Duke University, Durham, NC, United States; 7University of Pittsburgh Medical Center, Pittsburgh, PA, United States; 8IRCCS National Cancer 

Institute Pascale Foundation, Naples, Italy; 9The Christie NHS Foundation Trust, Manchester, United Kingdom; 10University Hospital of Cologne, Cologne, 

Germany; 11Thomas Jefferson University Hospitals; Philadelphia, PA, United States; 12Beatson West of Scotland Cancer Centre, Glasgow, United Kingdom; 
13Immunocore, Abingdon, United Kingdom; 14University of Oxford, Oxford, United Kingdom
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*BOR is best overall response on prior anti-PD-1 immunotherapy
†U: unknown 

Time and Duration of Response for Evaluable Patients (PR or Better)

79% of 
responders 
had received 
prior ipilimumab

Sarnaik AA et al. ASCO 2020. Abstract 10006.

*

†

†

†

†

†

†

†



Major Unmet Needs in Advanced Disease

Uveal Melanoma

Mucosal/Acral Melanoma

CNS Metastases

Nearly all the presented and published data is in front-
line setting and in patients with cutaneous melanoma
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BRAIN METS in Melanoma



CheckMate 204- Ipi+nivo in Melanoma Brain Metastases
Intracranial Response and PFS- Asymptomatic Patients 

• CheckMate 204

Tawbi, H. et al, N Engl J Med. 2018 Aug 23;379(8):722-730; Tawbi, H. et al, Neuro Oncol. 2021 Apr 21.

B
e
s
t
 
r
e
d

u
c
t
i
o

n
 
f
r
o

m
 
b

a
s
e
l
i
n

e
 
i
n

 
i
n

t
r
a
c
r
a
n

i
a
l
 
t
a
r
g

e
t
 
l
e
s
i
o

n
(
%

)

100

75

50

25

0

-25

-50

-75

-100

Patients

Median change: -57.1%

N = 101

Median time to response, months, (range) 1.6 (1.1-12.5)

Median duration of response, months (95% CI) Not reached

Ongoing response among responders 48/55 (87%)

100

90

80

70

60

50

40

30

20

10

0

0

101

3

66

6

50

9

43

15

42

21

38

27

30

33

22

39

0

45

0

51

0

Time since first dose (months)

Investigator assessed:

12

43

18

39

24

32

30

24

36

6

42

0

48

0

54

0

54% (INV) 54% (INV)

101 63 52 44 41 36 29 22 2 1 0BICR-assessed: 43 37 32 26 8 1

52% (BICR) 52% (BICR)

INV assessed
BICR assessed

No. at risk

Intracranial PFS

O
S
 (

%
)

0

101

3

92

6

89

9

81

15

75

21

71

27

66

33

62

39

13

45

3

51

1

57

0Asymptomatic:

12

79

18

71

24

70

30

64

36

30

42

6

48

2

54

1

100

90

80

70

60

50

40

30

20

10

0

Time since first dose (months)

74% 72% 

No. at risk

OS





Unmet needs remain in 
advanced disease; particularly for 
those who have progressed after 

PD-1 and CTLA-4 inhibition

Concluding Thoughts

*

*

*

*

*

*
*

A number of combinations and 
strategies are ongoing to define the 
benefit of therapy in this population

New targeted therapy strategies are 
emerging to treat BRAF, NRAS, and other 

oncogene driven populations in melanoma 
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Conclusions

–Improved survival 

–Many new pathways 

–New standards in first line 

–Second-line options expanding 

–Brain metastasis options

–Clinical trials, clinical trials, clinical trials. . . 



EDIT ALL FOOTERS WITH VIEW>HEADER AND FOOTER...  

Click to edit Master title style

Omid Hamid MD 

@OmidHamidMD
ohamid@theangelesclinic.org


