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Anti PD-1: better   activity and efficacy in untreated patients

5-y OS  Pembrolizumab  KEYNOTE-001

All pts

Untreated

3-y OS Nivolumab vs DTIC in BRAF wt

O’Hamid et al Ann Oncol 1-7,2019
P.Ascierto et al JAMA Oncol 187-194,2019



Keynote-006:  KM  Estimates of OS in the Total Study Population

Robert KN006 AACR 2019



Keynote-006:  KM  Estimates of OS in Patients Receiving First-Line Treatment

Robert KN006 AACR 2019
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Overall Survival checkmate 067



OVERALL SURVIVAL WITH COMBINATION IN BRAF MUTATED 
PATIENTS (CHECKMATE 067)

Wolchok J.D. et al. NEJM 2017

OVERALL SURVIVAL IN BRAF WILD 
TYPE PATIENTS

OVERALL SURVIVAL IN PATIENTS 
BEARING BRAF MUTATIONS



Patients Alive at 4 Years Checkmate 067 

• At the 3-year follow-up, 67% of patients (114/170) in the NIVO+IPI group were 
treatment free

Median follow-up 51.0 mo (IQR 48.7-52.5) Median follow-up 50.7 mo (IQR 47.6-52.5) Median follow-up 18.2 mo (IQR 8.0-51.3) 

On study therapy Treatment freeaReceived subsequent systemic therapy

aOff study treatment for any reason and never received subsequent systemic therapy

NIVO+IPI (n = 159) NIVO (n = 138) IPI (n = 82)



Long et al – Pembrolizumab + ipilimumab

Presented By Douglas Johnson at 2019 ASCO Annual Meeting



Change from Baseline in Target Lesions<br />(RECIST v1.1, Independent Central Review)

Presented By Douglas Johnson at 2019 ASCO Annual Meeting



Kaplan-Meier Survival Estimate

Presented By Douglas Johnson at 2019 ASCO Annual Meeting
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KM-curves of estimated RFS in adjuvant trials for melanoma

Eggermont et al. Nature Reviews Clinical Oncology 2018



AM.Menzies et al  ASCO 2019
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CheckMate 204 Study Design

Presented By Hussein Tawbi at 2019 ASCO Annual Meeting



Progression-Free Survival – Asymptomatic Patients

Presented By Hussein Tawbi at 2019 ASCO Annual Meeting

ORR 55%



Overall Survival – Asymptomatic Patients

Presented By Hussein Tawbi at 2019 ASCO Annual Meeting



Progression-Free Survival – Symptomatic Patients

Presented By Hussein Tawbi at 2019 ASCO Annual Meeting



C.Osgood et al ASCO 2019



CT 500, LDH >ULN 33%, PS 0 68% 
IT 1481, LDH>ULN 31%, PS 0 75%
TT 2297, LDH>ULN 36%, PS 0 70%

C.Osgood et al ASCO 2019
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ASCO 2018



ASCO 2018



2017

Melanoma cohort 223 pts treated with pembrolizumab 



Impact of clinicopathological characteristics on survival in patients 
treated with ICI for metastatic melanoma (1598 pts CRT)

Characteristic Overall survival HR 95% CI

female 0.84 0.69 -1.01

male 0.60 0.42-0.84

< 65 y-old 0.74 0.55-1.01

> 65 y-old 0.59 0.55-1.01

ECOG PS 0 0.64 0.38-1.06

ECOG PS1 0.75 0.60-0.94

M0/M1a/M1b 0.63 0.46-0.87

M1c 0.69 0.54-0.88

LDH <ULN 0.63 0.43-0.86

LDH>UNL 0.70 0.50-0.94

Bin Zhao et al. in press
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The T cell Tug-of-war



Tumors with the higher frequency of responses to PD1-/PD-L1 
Blockade

• Hodking’ Lymphoma  (PD-L1,PD-L2 overexpression/gene 
amplification)

• Merkel cell carcinoma (MCPyV Ags, and UV mutations)

• Cancers with MSI (high TML)

• Desmoplastic Melanoma (UV mutations)

2018 Nobel Prize in Medicine report 



Key takeaway

• The relationship between tumor and host is complex and dynamic

• The hierarchy of prognostic factors is  complex 

• Some factors are fundamental: 

- immunogenic ags

- specific CTL  maturation and tumor circulation

- HLA expression


