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• PD-L1 expression as a biomarker
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• Nivolumab +/- ipilimumab

• Consolidation treatment
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Phase III - CheckMate 017
2nd Line Nivolumab vs. Docetaxel in SCC

Phase 3 Trial

Stage IIIB/IV or recurrent 

squamous cell NSCLC 

N=264 (planned)

Docetaxel

75 mg/m2 IV

Q3W

Nivolumab

3 mg/kg IV

Q2W

Treat until progression or 

unacceptable toxicity or 

withdrawal of consent 

Primary Objective Overall Survival (OS)

Key Eligibility Criteria
•Stage IIIB/IV squamous cell NSCLC or recurrent disease 

following RT or surgical resection

•Prior Pt-containing chemotherapy

•ECOG PS ≤ 1

•Formalin fixed, paraffin-embedded (FFPE) tumor tissue block or 

unstained slides of tumor sample (archival or recent) must be 

available for biomarker evaluation

Primary Endpoints

•OS

Secondary Endpoints

•PFS and ORR

•ORR and OS in PD-L1+ vs PD-L1– subgroups

•Duration of OR

•Time to OR

•Proportion of patients exhibiting disease-related symptom 

progression per Lung Cancer Symptom Scale



Phase III - CheckMate 017
2nd Line Nivolumab vs. Docetaxel in SCC

Reckamp K et al, IASLC 2015

Overall Survival



Phase III - CheckMate 057
Nivolumab vs. Docetaxel in Non-SCC

Phase 3 Trial

Stage IIIB/IV non-squamous NSCLC 

N=582

Docetaxel

75 mg/m2 IV

Q3W

Nivolumab

3 mg/kg IV

Q2W

Treat until progression or 

unacceptable toxicity or 

withdrawal of consent 

Overall Survival (OS)

Key Eligibility Criteria
•Stage IIIB/IV non-squamous NSCLC 

•Prior Pt-containing chemotherapy (2nd-line)  required: additional 

TKI therapy allowed (3rd-line)

•Patient may have received continuous or switch maintenance 

with pemetrexed, erlotinib, or bevacizumab post–Pt-containing 

chemotherapy 

•ECOG PS ≤ 1

•Formalin fixed, paraffin-embedded (FFPE) tumor tissue block or 

unstained slides of tumor sample (archival or recent) must be 

available for 

biomarker evaluation

Primary Endpoint
•OS

Secondary Endpoints
•PFS

•ORR

•QoL

Borghaei H et al. N Engl J Med 2015;373:1627-1639.



Phase III - CheckMate 057
2nd Line Nivolumab vs. Docetaxel in Non-SCC

Overall Survival

Borghaei H et al. N Engl J Med 2015;373:1627-1639.



Phase III - CheckMate 017 and 057
Long-Term Overall Survival

ESMO 2017



Phase III - CheckMate 153
Nivolumab Continuous vs. 1 Year

Spiegel et al. ESMO 2017.
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Phase II/III - Keynote 010
Pembrolizumab vs. Docetaxel in NSCLC

Herbst et al. Lancet 2015



Phase II/III - Keynote 010
Pembrolizumab vs. Docetaxel in NSCLC

Herbst et al. Lancet 2015

Median overall survival:

Docetaxel: 8.5 months
Pembrolizumab 2 mg/kg: 10.4 months (HR=0.71, 95% CI 0.58-0.88; p=0.0008)
Pembrolizumab 10 mg/kg: 12.7 months (HR=0.61, 95% CI 0.49-0.75; p<0.0001)



Phase II/III - Keynote 010
Pembrolizumab vs. Docetaxel in NSCLC – TPS 1-49%

Garon et al. ASCO 2016
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Phase III - OAK
Atezolizumab vs. Docetaxel in NSCLC

Barlesi et al. ESMO 2016
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BASELINE CHARACTERISTICS, ITT (N = 850)

Barlesi et al, Atezolizumab Phase III OAK Study.   http://tago.ca/9Hh

Characteristics
Atezolizumab

n = 425

Docetaxel

n = 425

Median age, y 63 y 64 y

≥ 65 y 45% 49%

Male 61% 61%

Histology

Nonsquamous 74% 74%

Squamous 26% 26%

ECOG PS, 0 / 1 37% / 64% 38% / 62%

No. of prior therapies, 1 / 2 75% / 25% 75% / 25%

History of tobacco use

Never 20% 17%

Current / Previous 14% / 66% 16% / 67%

CNS mets, Yes / No 9% / 91% 11% / 89%

Known EGFR status

Mutant / Wild type 10% / 75% 10% / 73%

PHASE III - OAK
ATEZOLIZUMAB VS. DOCETAXEL IN NSCLC



Phase III - OAK
Atezolizumab vs. Docetaxel in NSCLC

Barlesi et al. ESMO 2016
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OS BY HISTOLOGY

HR, 0.73a

(95% CI, 0.60, 0.89)

P = 0.0015b

Median 11.2 mo

(95% CI, 9.3, 12.6)
Median 15.6 mo

(95% CI, 13.3, 17.6)

Atezolizumab

Docetaxel

Median 7.7 mo

(95% CI, 6.3, 8.9)

Median 8.9 mo

(95% CI, 7.4, 12.8)

Minimum follow 

up = 19 months

HR, 0.73a

(95% CI, 0.54, 0.98)

P = 0.0383b

Non-squamous Squamous
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Barlesi et al, Atezolizumab Phase III OAK Study.   http://tago.ca/9Hh

aUnstratified HRs.
bP values for descriptive purpose only.

Histology information from eCRF.

OS, overall survival.

Minimum follow 

up = 19 months

PHASE III - OAK
ATEZOLIZUMAB VS. DOCETAXEL IN NSCLC
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ORR AND DOR
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TC3 or IC3 TC1/2/3 or 

IC1/2/3

TC0 and 

IC0

TC2/3 or 

IC2/3

ITT850

Atezolizumab Docetaxel

Duration of Response

Atezolizumab Docetaxel

ITT n = 58 n = 57

Ongoing response 52% 18%

Median (mo) 16.3 6.2

TC1/2/3 or IC1/2/3 n = 43 n = 36

Ongoing response 47% 11%

Median (mo) 16.0 6.2

TC0 and IC0 n = 14 n = 21

Ongoing response 71% 29%

Median (mo) NE 6.2

Objective Response Rate

Barlesi et al, Atezolizumab Phase III OAK Study.   http://tago.ca/9Hh

Confirmed investigator-assessed ORR per RECIST v1.1.

DOR, duration of response; NE, not estimable; ORR, objective response rate.

TC, tumor cells; IC, tumor-infiltrating immune cells.

PHASE III - OAK
ATEZOLIZUMAB VS. DOCETAXEL IN NSCLC
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ALL CAUSE AES

>5% DIFFERENCE BETWEEN ARMS 
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DocetaxelAtezolizumab

40% 30% 20% 10% 0 10% 20% 30% 40%

Grade 3-4 AEs

Grade 1-2 AEs

Grade 3-4 AEs

Grade 1-2 AEs

Myalgia

Stomatitis

Pruritus
Musculoskeletal pain

Nausea

Fatigue
Alopecia
Diarrhea
Anemia

Neutropenia

Peripheral neuropathy
Peripheral edema

Dysgeusia
Febrile neutropenia

Barlesi et al, Atezolizumab Phase III OAK Study.   http://tago.ca/9Hh

PHASE III - OAK
ATEZOLIZUMAB VS. DOCETAXEL IN NSCLC
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Phase III - CheckMate 057 
2-year Overall Survival – Non-Squamous NSCLC

Borghaei H et al. ASCO 2016.

Phase III - OAK
Atezolizumab versus Docetaxel in NSCLC

Barlesi et al. ESMO 2016

Efficacy According to PD-L1
Phase III - CheckMate 017

2nd Line Nivolumab vs. Docetaxel in SCC

Reckamp K et al, IASLC 2015

Garon EB et al. N Engl J Med 2015;372:2018-2028; Hui et al. ASCO 2016.

Phase I - Keynote 001
Pembrolizumab in NSCLC
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Phase III - Keynote 024
First-line Platinum Doublet vs. Pembrolizumab

Reck et al. ESMO 2016; NEJM 2016
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Phase III - Keynote 024
First-line Platinum Doublet vs. Pembrolizumab

Reck et al. ESMO 2016; NEJM 2016



Phase III - Keynote 024
First-line Platinum Doublet vs. Pembrolizumab

Brahmer et al., ASCO 2017



Phase III - Checkmate 026
First-line Platinum Doublet vs. Nivolumab

Socinski et al. ESMO 2016;
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Phase III - Checkmate 026
First-line Platinum Doublet vs. Nivolumab

Peters et al. AACR 2017
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Phase III - Checkmate 026
First-line Platinum Doublet vs. Nivolumab

Peters et al. AACR 2017
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Phase II - Keynote 021
First-line Carboplatin / Pemetrexed ± Pembrolizumab

Langer et al. ESMO 2016; Lancet Oncol 2016
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Phase 1 CheckMate 012 Study Design: <br />Nivolumab Plus Ipilimumab in First-line NSCLC

Phase I - Checkmate 012
First-line Ipilimumab / Nivolumab

Hellman et al. ASCO 2016



Nivolumab Plus Ipilimumab in First-line NSCLC:<br />Summary of Efficacy

Phase I - Checkmate 012
First-line Ipilimumab / Nivolumab

Hellman et al. ASCO 2016



Nivolumab Plus Ipilimumab in First-line NSCLC:<br />Efficacy Across All Tumor PD-L1 Expression Levels

Phase I - Checkmate 012
First-line Ipilimumab / Nivolumab

Hellman et al. ASCO 2016



Nivolumab Plus Ipilimumab in First-line NSCLC:<br />Safety Summary

Phase I - Checkmate 012
First-line Ipilimumab / Nivolumab

Hellman et al. ASCO 2016
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Phase III - PACIFIC
Durvalumab vs. Placebo Consolidation

Paz Ares et al. ESMO 2017; NEJM 2017



Phase III - PACIFIC
Durvalumab vs. Placebo Consolidation

Paz Ares et al. ESMO 2017; NEJM 2017



Summary

• PD-(L)1 inhibitors are now the standard treatment option for 
patients progressing after platinum-based therapies

• Improved survival compared to docetaxel

• Improved side effect profile compared to docetaxel

• PD-L1 expression determination in the second-line setting is only
required for pembrolizumab use

• PD-L1 expression predicts for greater benefit from PD-(L)1 inhibitors

• Pembrolizumab first-line is the new standard of care for patients
with TPS ≥ 50%

• Carboplatin, pemetrexed and pembrolizumab first-line is na option
for selected patients

• Durvalumab should become a new standard consolidation therapy
after chemoXRT in stage III NSCLC


