
Melanoma Immunotherapy 
SITC 2017 SF 

Adil Daud 

UCSF



History

• 52 year old female no previous history of melanoma

• Catering business 

• No significant PMHx

• Seizure 

• MRI scan showed a solitary left occipital met

• CT scan showed a left axillary mass 4 cm in size

• BRAF wt
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CA209-067: Study Design   
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Randomized, double-blind, phase III study
to compare NIVO + IPI or NIVO alone  to IPI alone

Unresectable or
Metatastic Melanoma

• Previously untreated

• 945 patients 

Treat until 
progression**

or
unacceptable 

toxicity

NIVO 3 mg/kg Q2W +
IPI-matched placebo

NIVO 1 mg/kg + 
IPI 3 mg/kg Q3W 
for 4 doses then 

NIVO 3 mg/kg Q2W 

IPI 3 mg/kg Q3W 
for 4 doses +

NIVO-matched placebo

Randomize
1:1:1

Stratify by:

• PD-L1 
expression*

• BRAF status

• AJCC M stage

*Verified PD-L1 assay with 5% expression level was used for the stratification 
of patients; validated PD-L1 assay was used for efficacy analyses.   

**Patients could have been treated beyond progression under protocol-defined circumstances.

N=314

N=316

N=315



Updated Progression-Free Survival 
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No. at Risk

IPI –202 82 44 31 12 1

NIVO 208 108 88 74 31 5 2

NIVO + IPI 210 142 112 96 42 9 2
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PFS by PD-L1 Expression Level (5%)

PD-L1 ≥5%* PD-L1 <5%*

*Per validated PD-L1 immunohistochemical assay based on PD-L1 staining of tumor cells in a section of at least 100 evaluable tumor cells. 
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Overall Survival  

Months
Patients at risk:

73%

74%

67%

64%

59%

45%

P
er

ce
n

ta
ge

 o
f 

P
FS

0

10

20

30

40

50

60

70

80

90

100

0 3 6 9 12 15 18 393024 332721

O
ve

ra
ll 

Su
rv

iv
al

 (
%

)

36

0IPI 34104129136149164182205228254285315 4

0NIVO 55157175181191201213230244265292316 3

0NIVO+IPI 49170192198200209221226247265292314 7

*P<0.0001

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

Median OS, mo (95% CI) NR
NR 

(29.1–NR)
20.0 

(17.1–24.6)

HR (98% CI) vs. IPI
0.55 

(0.42–0.72)*
0.63

(0.48–0.81)*
--

HR (95% CI) vs. NIVO
0.88 

(0.69–1.12)
-- --

NIVO+IPI

NIVO

IPI

8
Database lock: Sept 13, 2016, minimum f/u of 28 months



O
S

 (
%

)

Months

0

10

20

30

40

50

60

70

80

90

100

0 39363330272421181512963

NIVO+IPI 
NIVO 
IPI

0IPI 215 32167828796106118134147166194

0NIVO 218 238105119124127134144155163179199

0NIVO+IPI 212 531108120126127133142144157170194

61%

57%

42%

BRAF Wild-type 

O
S

 (
%

)

Months

0

10

20

30

40

50

60

70

80

90

100

0 39363330272421181512963

NIVO+IPI 
NIVO 
IPI

0IPI 100 11337474953586471818891

0NIVO 98 11752565764676975818693

0NIVO+IPI 102 21862727273767982909598

71%

62%

OS in Patients with BRAF Wild-type and Mutant Tumors

9

51%

NIVO+IPI NIVO IPI

Median, mo 

(95% CI)

NR NR 

(26.4‒NR)

24.6

(17.9‒31.0

)

HR (95% CI)

vs NIVO

0.71

(0.45‒1.13

)

-- --

NIVO+IPI NIVO IPI

Median, mo 

(95% CI)

NR 

(27.6‒NA)

NR 

(25.8‒NR)

18.5

(14.8‒23.0)

HR (95% CI) vs 

NIVO

0.97

(0.74‒1.28)
-- --

BRAF Mutant 

Patients at risk: Patients at risk:



OS by Tumor PD-L1 Expression, 5% Cutoff
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• ORR of 73.5% for NIVO+IPI and 58.8% for NIVO • ORR of 56.2% for NIVO+IPI and 42.3% for NIVO 
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Similar Outcomes Were Observed at a 1% Cutoff
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PD-L1 Expression Level <1% PD-L1 Expression Level ≥1%

Patients at risk: Patients at risk:

• ORR of 65.2% for NIVO+IPI and 55.0% for NIVO • ORR of 54.5% for NIVO+IPI and 35.0% for NIVO 



Safety Summary     

Patients Reporting Event, %

NIVO + IPI (N=313) NIVO (N=313) IPI (N=311)

Any Grade
Grade 

3–4 Any Grade
Grade 

3–4 
Any Grade

Grade 
3–4 

Treatment-related adverse event (AE) 95.5 55.0 82.1 16.3 86.2 27.3

Treatment-related AE leading to 
discontinuation 

36.4 29.4 7.7 5.1 14.8 13.2

Treatment-related death* 0 0.3 0.3

*One reported in the NIVO group (neutropenia) and one in the IPI group (cardiac arrest).
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• 67.5% of patients (81/120) who discontinued the NIVO + IPI combination due to treatment-related AEs developed 
a response



coBRIM Study Design

Primary end point
PFS, investigator assessed1

Secondary end points

OS, objective response rate, duration of 
response, PFS, IRC assessed, safety, 
pharmacokinetics, quality of life: 
QLQ-C30 and EQ-5D

1:1
®

•Melanoma, unresectable 
locally advanced or 
metastatic (n = 495)

•BRAFV600 mutation (cobas® 
4800)

•No prior systemic therapy 
for advanced disease

•ECOG PS 0/1

Vemurafenib 
960 mg BID × 28 days (Days 1-28) + 

Cobimetinib 
60 mg QD × 21 days (Days 1-21) 

Vemurafenib 
960 mg BID × 28 days (Days  1-28) + 

Placebo

Disease progression, 
unacceptable toxicity, 

or withdrawal of 
consent

BID, two times daily; ECOG, Eastern Cooperative Oncology Group; EQ, EuroQol; HR, hazard ratio; 
IRC, independent review committee; OS, overall survival; PS, performance status; QD, once daily; 
QLQ, quality-of-life questionnaire.
1. Larkin J et al. N Engl J Med. 2014;371:1867-1876.

Stratification
• Geographic region
• Extent of disease (M1c vs other)

Primary analysis for PFS: 
Performed in 2014 with the data cutoff as May 9, 2014. 
Protocol-specified first OS interim analysis was also performed1

Updated analysis for PFS: 
Presented here with the data cutoff as January 16, 2015.
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coBRIM Updated Investigator-Assessed PFS

ITT Population
Cobi + Vem

n = 247
Pbo + Vem

n = 248

PFS events, n (%) 143 (57.9) 180 (72.6)

Median PFS, months
(95% CI) 

12.25b

(9.46-3.37) 
7.20b

(CI: 5.55-7.49) 

HRa

(95% CI)
0.58b

(0.460-0.719)

aStratified HR. 
bThe median PFS was 6.2 months in Pbo + Vem, and 9.9 months in Cobi + Vem (HR, 0.51; 95% CI, 0.39-0.68) at the May 9, 2014 data cutoff.
Larkin J et al. N Engl J Med. 2014;371:1867-1876.
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Efficacy in Total Population 
(As of October 18, 2014; Median Follow-Up: 21 months)
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KEYNOTE-006: Phase III Study of Pembrolizumab 
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Ipilimumab-Naive Advanced Melanoma

Antoni Ribas,1 Jacob Schachter,2 Georgina V. Long,3 Ana Arance,4

Jean Jacques Grob,5 Laurent Mortier,6 Adil Daud,7 Matteo S. Carlino,8

Catriona McNeil,9 Michal Lotem,10 James Larkin,11 Paul Lorigan,12

Bart Neyns,13 Christian U. Blank,14 Omid Hamid,15 Michele Kosh,16

Honghong Zhou,16 Nageatte Ibrahim,16 Scot Ebbinghaus,16 Caroline Robert17

1University of California, Los Angeles, Los Angeles, CA; 2Ella Lemelbaum Institute for Melanoma, Sheba Medical Center, 
Tel Hashomer, Israel; 3Melanoma Institute Australia and The University of Sydney, Sydney, Australia; 4Department of Medical Oncology, 

Hospital Clinic and Translational Genomics and Targeted Therapeutics in Solid Tumors (IDIBAPS), Barcelona, Spain; 
5Hôpital de la Timone, Marseille, France; 6Université Lille, CHRU LILLE, Lille, France; 7University of California, San Francisco, 

San Francisco, CA; 8Westmead and Blacktown Hospitals, The University of Sydney, and Melanoma Institute Australia, Sydney, Australia; 
9Chris O’Brien Lifehouse, Royal Prince Alfred Hospital, and Melanoma Institute Australia, Camperdown, Australia; 

10Sharett Institute of Oncology, Hadassah Hebrew University Medical Center, Jerusalem, Israel; 11The Royal Marsden Hospital, London, 
UK; 12University of Manchester and The Christie NHS Foundation Trust, Manchester, UK; 13Universitair Ziekenhuis Brussel, Brussels, 

Belgium; 14The Netherlands Cancer Institute, Amsterdam, The Netherlands; 15The Angeles Clinic and Research Institute, Los Angeles, CA; 
16Merck & Co., Inc., Kenilworth, NJ; 17Gustave Roussy Département de Médecine Oncologique, Service de Dermatologie, F-94805, 

Villejuif France and Université Paris-Sud, Faculté de Médecine, F-94270 Le Kremlin–Bicetre Paris-Sud, France



0 2 4 6 8 10 12 14
0

10

20

30

40

50

60

70

80

90

100

Time, months

P
ro

g
r e

s
s

i o
n

- F
r e

e
S

u
r v

i v
a

l,
%

No. at risk

279 231 147 98 49 7 2 0

277 235 133 95 53 7 1 1
278 186 88 42 18 2 0 0

PFS at the First Interim Analysis (IA1)

Analysis cut-off date: September 3, 2014.

Treatment Arm
Median 

(95% CI), mo
Rate at 6 

mo
HR 

(95% CI) P

Pembrolizumab 
Q2W

5.5 (3.4-6.9) 47.3% 0.58 
(0.46-0.72)

<0.00001

Pembrolizumab 
Q3W

4.1 (2.9-6.9) 46.4% 0.58 
(0.47-0.72)

<0.00001

Ipilimumab 2.8 (2.8-2.9) 26.5% — —
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OS at the Second Interim Analysis (IA2)

Analysis cut-off date: March 3, 2015.

Treatment
Median 

(95% CI), mo
Rate at
12 mo

HR 
(95% CI) P

Pembrolizumab 
Q2W

NR (NR-NR) 74.1% 0.63 
(0.47-0.83)

<0.00001

Pembrolizumab 
Q3W

NR (NR-NR) 68.4% 0.69 
(0.52-0.90)

<0.00001

Ipilimumab NR (12.7-NR) 58.2% — —



Case Presentation

• 28 year old female

• Flank Primary 2 years ago

• BRAF mutant melanoma

• Lung, Sub Q mets

• ECOG 0



First Line Treatment started 5/13

• Dabrafenib + Trametinib

• Side effects
• Fevers and chills

• Some nausea



April 2014

• Routine MRI
• Solitary  Left Parietal met

Gamma Knife treatment 



June 2014

Systemic Failure 

Good PFS



Started anti-PD-1

• Ipi X 2

• PD-1 on trial

• Dec 2014 



Feb 2015

• Intense Abdominal Pain 
and cramping

• No diarrhea

• Nausea/vomiting



June 2105

• Continuing abdominal pain
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Conclusion

• Multiple approaches may be needed in a given patient

• Immunotherapy-PD-1 forms the backbone 

• Targeted therapy a choice for BRAF +ve patients

• Evolving paradigms


