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Objectives

ÅUnderstand the mechanism of action of our systemic therapies

ÅMake aware the adjuvant data following complete resection

ÅKnow the indications for referral for adjuvant therapy

ÅUnderstand where we are with regards to neoadjuvant therapy

ÅTalk about approaches to cases that are not upfront resectable



Disclosures

ÅI have received speaking honoraria from Merck 

ÅI have used slides from Merck, BMS and Novartis with their 
permission



WHAT IS IMMUNOTHERAPY?
Immuno-Oncology

I O̧!!!
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CA209-067: Study Design   CA209-238: Study Design   

Enrollment period:March 30, 2015 to November 30, 2015

Patients with high-
risk, completely 
resected stage 

IIIB/IIIC or stage IV 
melanoma

Follow-up

Maximum 
treatment 
duration of 

1 year

NIVO 3 mg/kg IV Q2W 
and

IPI placebo IV 
Q3W for 4 doses

then Q12W from week 24

IPI 10 mg/kg IV 
Q3W for 4 doses

then Q12W from week 24 
and

NIVO placebo IV Q2W

1:1

n = 453

n = 453

Weber ESMO 2017



Key Eligibility Criteria

ÅAt least 15 years of age

ÅEastern Cooperative Oncology Group performance status score of 0 or 1 

ÅHistologically confirmed melanoma metastatic to regional lymph nodes or with 
distant metastases surgically rendered free of disease
ÅStage IIIB, IIIC, or stage IV melanoma by the American Joint Committee

on Cancer 2009 classification, 7th edition
ÅComplete regional lymphadenectomy or resection was required within

12 weeks of randomization

ÅPatients with ocular/uveal melanoma, systemic corticosteroid use  >10 mg/day of 
prednisone or equivalent, or previous systemic therapy    for melanoma were 
excluded
ÅAcraland mucosal melanoma were allowed



Study Overview

Primary endpoint

ÅRFS: time from randomization until first recurrence (local, regional, or distant metastasis), new 
primary melanoma, or death

Secondary endpoints

ÅOS

ÅSafety and tolerability

ÅRFS by PD-L1 tumor expression

ÅHRQoL

Current interim analysis

ÅPrimary endpoint (RFS), safety, and HRQoL
ÅDMFS (exploratory)

ÅDuration of follow-up: minimum 18 months; 360 events 

14
DMFS = distant metastasis-free survival; HRQoL = health-related quality of life   



Baseline Patient Characteristics

ÅMost of the patients had cutaneous melanoma (85%), and 4% had acral and 3% had mucosal melanoma

ÅAll 905 patients are off treatment; median doses were 24 (1-26) in the NIVO group and 4 (1-7) in the IPI group

Å397 patients completed 1 year of treatment (61% of the NIVO group and 27% of the IPI group)
15

NIVO
(n = 453)

IPI
(n = 453)

Median age, years 56 54

Male, % 57 59

Stage, IIIB+IIIC, % 81 81

Macroscopic lymph node involvement(% of stage IIIB+IIIC) 60 58

Ulceration(% of stage IIIB+IIIC) 42 37

Stage IV, % 18 19

M1cwithout brain metastases (% stage IV) 17 17

PD-L1 expression җр҈Σ% 34 34

BRAFmutation, % 41 43

[5I Җ ¦[bΣ ҈ 91 91



Primary Endpoint: RFS

R
F

S
 (

%
)

Months

0

10

20

30

40

50

60

70

80

90

100

0 6 12 18 24 273 9 15 21

453 353 311 249 5 0399 332 291 71NIVO

453 314 252 184 2 0364 269 225 56IPI

Number of patients at risk

NIVO

IPI

NIVO IPI

Events/patients 154/453 206/453

Median (95% CI) NR NR (16.6, NR)

HR (97.56% CI) 0.65 (0.51, 0.83)

Log-rank P value <0.0001
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66%

53%

71%

61%



BRAF Mutant BRAF Wild type

NIVO IPI

Events/patients 63/187 84/194

Median (95% CI) NR NR (16.1, NR)

HR (95% CI) 0.72(0.52, 1.00)

NIVO IPI

Events/patients 67/197 105/214

Median (95% CI) NR 16.6 (12.3, NR)

HR (95% CI) 0.58(0.43, 0.79)

Subgroup Analysis of RFS: BRAFMutation Status
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Safety Summary

ÅThere were no treatment-related deaths in the NIVO group

ÅThere were 2 (0.4%) treatment-related deaths in the IPI group (marrow aplasia and colitis), both 
>100 days after the last dose

18

AE, n (%)

NIVO(n = 452) IPI (n = 453)

Any grade Grade 3/4 Any grade Grade 3/4

Any AE 438 (97) 115 (25) 446 (98) 250 (55)

Treatment-related AE 385 (85) 65 (14) 434 (96) 208 (46)

Any AE leading to discontinuation 44 (10) 21 (5) 193 (43) 140 (31)

Treatment-related AE leading 
to discontinuation

35 (8) 16 (4) 189 (42) 136 (30)



Treatment-Related Select Adverse Events

ÅMedian time to onset of treatment-related select AEs was generally shorter for patients receiving IPI 
(range 2.6-10 weeks) than for those receiving NIVO (range 3.3-14.2 weeks)
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AE, n (%)

NIVO(n = 452) IPI (n = 453)

Any grade Grade 3/4 Any grade Grade 3/4

Skin 201 (44.5) 5 (1.1) 271 (59.8) 27 (6.0)

Gastrointestinal 114 (25.2) 9 (2.0) 219 (48.3) 76 (16.8)

Hepatic 41 (9.1) 8 (1.8) 96 (21.2) 49 (10.8)

Pulmonary 6 (1.3) 0 11 (2.4) 4 (0.9)

Renal 6 (1.3) 0 7 (1.5) 0

Hypersensitivity/infusion reaction 11 (2.4) 1 (0.2) 9 (2.0) 0

Endocrine

Adrenal disorder 6 (1.3) 2 (0.4) 13 (2.9) 4 (0.9)

Diabetes 2 (0.4) 1 (0.2) 1 (0.2) 0

Pituitary disorder 8 (1.8) 2 (0.4) 56 (12.4) 13 (2.9)

Thyroid disorder 92 (20.4) 3 (0.7) 57 (12.6) 4 (0.9)



May, 2018

















Targeted Therapy



MAPK Pathway

uMultiple oncogenes in melanoma

uTested for in BC using next 
ƎŜƴŜǊŀǘƛƻƴ ǎŜǉǳŜƴŎƛƴƎ άOncopanelέ

uBRAF mutation in ~ 50% of Canadians

Cobimetinib



September, 2017



COMBI-AD: STUDY DESIGNτEXTENDED FOLLOW-UP ANALYSIS

BID, twice daily; DMFS, distant metastasisςfree survival; D+T, dabrafenib + trametinib; ECOG, Eastern Cooperative Oncology Group; FFR, freedom 
from relapse; FU, follow-up; QD, once daily.
Long GV, et al. N EnglJ Med. 2017;377:1813-1823.

Key eligibility criteria

ÅCompletely resected stage IIIA (lymph 
node metastasis > 1 mm), IIIB, or IIIC 
cutaneous melanoma

ÅBRAFV600E/K mutation

ÅECOG performance status 0 or 1

ÅNo prior radiotherapy or systemic therapy

ÅTissue collection was mandatory at 
baseline and optional upon recurrence
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NStratification
ÅBRAFmutation status (V600E, V600K)
ÅDisease stage (IIIA, IIIB, IIIC)

1:1

ÅPrimary endpoint: RFS
ÅSecondary endpoints: OS, DMFS, 
FFR, safety

N = 870

Treatment duration: 
12 months

Primary analysis
D+T median FU, 

33 months

Updated analysis
D+T median FU, 

44 months

PRESENTED BY GV LONG AT ESMO 2018 

Dabrafenib 150 mg BID 
+ trametinib 2 mg QD

(n = 438)

2 matched placebos 
(n = 432)

SLIDES ARE THE PROPERTY OF THE AUTHOR. PERMISSION REQUIRED FOR REUSE.



Baseline Characteristics

Long et al, NEJM, 2017



RELAPSE-FREE SURVIVAL

Dabrafenib + trametinib
No. at risk

Placebo
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438 405 381 354 324 281 262 249 236 227 183 148 92 47 13 2 0
432 322 263 219 198 178 168 164 157 147 128 107 63 27 4 1 0

1-year, 88% 
(95% CI, 85%-91%)

1-year, 56% 
(95% CI, 51%-61%)

2-year, 67% 
(95% CI, 62%-72%) 3-year, 59% 

(95% CI, 55%-64%)

3-year, 40% 
(95% CI, 35%-45%)

4-year, 54% 
(95% CI, 49%-59%)

4-year, 38% 
(95% CI, 34%-44%)

2-year, 44% 
(95% CI, 40%-49%)

HR 0.49 (95% CI, 0.40-0.59)

PRESENTED BY GV LONG AT ESMO 2018 SLIDES ARE THE PROPERTY OF THE AUTHOR. PERMISSION REQUIRED FOR REUSE.



RESULTS
ÅThe most common AE reported in patients who received dabrafenib plus 

trametinib was pyrexia (63%; Table 1)

ï Of patients with pyrexia, 28% had one occurrence, 20% had 2 occurrences, and 

52% had 3 or more occurrences 

¢ŀōƭŜ мΦ /ƻƳƳƻƴ !9ǎ όҗ мр҈ ƻŦ ǇŀǘƛŜƴǘǎύ6

AEs, n (%)

Dabrafenib + Trametinib

n = 435
Placebo
n = 432

Any Grade Grade 3/4 Any Grade Grade 3/4

Any AEa 422 (97) 180 (41) 380(88) 61 (14)

Pyrexia 273 (63) 23 (5) 47 (11) 2 (< 1)

Fatigue 204 (47) 19 (4) 122 (28) 1 (< 1)

Nausea 172 (40) 4 (1) 88(20) 0

Headache 170 (39) 6 (1) 102(24) 0

Chills 161(37) 6 (1) 19 (4) 0

Diarrhea 144 (33) 4 (1) 65 (15) 1 (< 1)

Vomiting 122 (28) 4 (1) 43 (10) 0

Arthralgia 120 (28) 4 (1) 61 (14) 0
a All cause. 
AE, adverse event.



RESULTS (cont)
¢ŀōƭŜ мΦ /ƻƳƳƻƴ !9ǎ όҗ мр҈ ƻŦ ǇŀǘƛŜƴǘǎύ6 (cont)

AEs, n (%)

Dabrafenib + Trametinib

n = 435
Placebo
n = 432

Any Grade Grade 3/4 Any Grade Grade 3/4

Rash 106 (24) 0 47 (11) 1 (< 1)

Cough 73 (17) 0 33 (8) 0

Myalgia 70 (16) 1 (< 1) 40 (9) 0

ALT increase 67 (15) 16 (4) 6 (1) 1 (< 1)

Influenza-like illness 67 (15) 2 (< 1) 29 (7) 0
a All cause. AE, adverse event; ALT, alanine aminotransferase.



Summary

ÅCheckmate 209-238
ÅStage IIIB-IV NED

ÅIpilimumab ς12m RFS 71% v 61%, 18m RFS 66% v 53% (HR 0.65)

ÅKeynote-54
ÅStage IIIa (>1mm)-IIIC
ÅNO in transit

ÅPlacebo 12m RFS ς75.4% v 61%, 18m RFS 71.4% v 53.2% (HR0.57)

ÅCOMBI-AD
ÅStage IIIA (>1mm)-IIIC

ÅPlacebo 12m RFS ς88% v 56%; 3yr RFS 59% v 40% (HR 0.49)



Current Landscape in BC

ÅProposals in for all 3 treatments
ÅResected stage III-IV NED, including in transit

ÅAccess programs for Nivolumab and Pembrolizumab
ÅWithin 3m of surgery

ÅBased on their enrollment criteria
ÅThey are overlapping though!

ÅBRAF mutated access closed for now

ÅPrivate pay always an option



Neoadjuvant therapy



Basic Tenets of Chemotherapeutics

Try it first in the incurable setting

If it works for the incurable, try it on the curable

If two different drugs seem to improve survival, 
then why not put them together?
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LuLuLemon



PET Scan



Ipi/nivo started Aug 11, 2016
Åinitiation of treatment assessment



Assessment prior to cycle 2

3 weeks after starting



Assessment prior to cycle 3

6 weeks after starting



Assessment prior to cycle 4

9 weeks after starting



Assessment prior to maintenance 

12 weeks after starting



March 6, 2017  
Complete response



Oct 2, 2019





ÅPrior study (Blank et al 2018)
ÅPathologic response predictive of RFS

ÅGr. 3 toxicity  90% for ipi/nivo

ÅCurrent study to find optimal dosing scheme
ÅGrp A: Ipi 3mg/kg + Nivo1mg/kg q3w x 2 -> surgery

ÅGrp B: Ipi 1mg/kg + Nivo3mg/kg q3w x 2 -> surgery

ÅGrp C: Ipi 3mg/kg q3w x2 -> nivo 3mg/kg q2w x2 (start on day of last ipi) -> 
surgery



ÅMedian follow up 8.3m

ÅNone achieving pathologic 
response have relapsed

Å9/21 without pathologic response 
have relapsed



RFS



RFS Based on Pathologic Response



Toxicity
NB: One patient in group A died without relapse from late ir encephalitis



November 2018





Responses



ÅMedian follow up of 15.9m
ÅStopped early 
ÅProgression preventing sugeryin nivo arm
ÅGr 3 toxicity in Ipi/Nivoarm 73% (8% for Nivo)



March 2019



Å27 patients St IIIB/C/IV melanoma

Å1 dose 200mg pembrolizumab -> 
3weeks -> surgery

Å8/27 (30%) had complete or major 
(<10% viable tumor) response at 
resection

ÅResponse correlated with DFS again 
(8/8 have not relapsed)

ÅMedian fu 25m



NyettaBiggdyele



April 12 ςIpi/Nivo Dose 2



April 25 ςIpi/Nivo Dose 3



May 4 ςStart of Dab/Tram
Ipi/Nivo stopped



June 2


