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CA209-003 – Nivolumab in pretreated pts (n=129) 

KEYNOTE-001 – Pembrolizumab in pretreated pts (n=449) 

Gettinger S et al. J Clin Oncol 2018;36(17):1675-1684. Garon EB, et al. J Clin Oncol 2019 in press

5-yr OS with anti-PD1 in advanced NSCLC

≈15% 
pretreated pts



KEYNOTE-001 – Pembrolizumab in naïve pts (n=101)

Garon EB, et al. J Clin Oncol 2019 in press

5-yr OS with anti-PD1 in advanced NSCLC

≈25%
naïve pts

≈30%
naïve pts

with high PDL1 expression



2nd-line studies in advanced NSCLC

Nivolumab Pembrolizumab Atezolizumab

Study
Phase

CheckMate-017 [1]

III
CheckMate-057 [2]

III
KEYNOTE-010 [3]

II/III
OAK [4]

III

n 135 vs 137 292 vs 290 345 vs 346 vs 343 425 vs 425+

Histology SQ (100%)
Non-SQ (100%)

SQ (21%)
Non-SQ (79%)

SQ (26%)
Non-SQ (74%)

PD-L1 All comers All comers TPS≥1% All comers

IHC test
target

28-8 Dako
TC

28-8 Dako
TC

22C3 Dako
TC

SP 142 Ventana
TC and IC

Schedule 3 mg/kg
Q 14d

3 mg/kg
Q 14d

2 mg/kg, 10 mg/kg
Q 21d

1200 mg
Q 21d

Control Arm Docetaxel 75 mg/m2

Q 21d
Docetaxel 75 mg/m2

Q 21d
Docetaxel 75 mg/m2

Q 21d
Docetaxel 75 mg/m2

Q 21d

Line 100% 2nd 88% 2nd
11% 3rd

69% 2nd
20% 3rd

75% 2nd
25% 3rd

mOS 9.2 vs 6.0
HR 0.59, p<0.001

12.2 vs 9.4
HR 0.73, p=0.002

10.4 vs 12.7 vs 8.5
HR 0.71, p=0.0008*

13.8 vs 9.6
HR 0.73, p=0.0003

1-yr survival 42% vs 24% 51% vs 39% 43.2% vs 52.3% vs 34.6% 55% vs 41%

TRAEs ≥ G3 7% vs 55% 10% vs 54% 13% vs 16% vs 35% 15% vs 43%

*pembrolizumab 2 mg/kg vs docetaxel; +primary analysis population

1) Brahmer J, et al. N Engl J Med 2015;373(2):123-35. 2) Borghaei H, et al. N Engl J Med 2015;373(17):1627-39. 
3) Herbst RS, et al. Lancet 2016;387(10027):1540-50. 4) Rittmeyer A, et al. Lancet 2017;389(10066):255-265.  



1st-line Pembrolizumab in PDL1 ≥ 50% pts

Reck M, et al. N Engl J Med 2016;375(19):1823-1833.
Reck M, et al.  J Clin Oncol 2019;37(7):537-546.

KEYNOTE-024



1st-line Pembrolizumab in PDL1 ≥ 50% pts
PFS

OS (updated results at a median follow-up of 25.2 mos)

Reck M, et al. N Engl J Med 2016;375(19):1823-1833.
Reck M, et al.  J Clin Oncol 2019;37(7):537-546.

Cross-over rate 62.3%

RR



1st-line Pembrolizumab in PDL1 ≥ 50% pts

Reck M, et al. N Engl J Med 2016;375(19):1823-1833.
Reck M, et al.  J Clin Oncol 2019;37(7):537-546.

Grade 3-5 AEs
31.2% vs 53.3%

irAEs
33.8% (any grade)

13.2% (G3-4)

G3-4 pneumonitis
2.6%



1st-line Pembrolizumab in PDL1 ≥ 50% pts

Reck M, et al. N Engl J Med 2016;375(19):1823-1833.
Reck M, et al.  J Clin Oncol 2019;37(7):537-546.

Time to deterioration of the composite of cough, chest pain, and dyspnoea in the QLQ-LC13

Change from baseline to week 15 in QLQ-C30 functioning and symptom scales



1st-line Pembrolizumab in PDL1 < 50% pts?

Mok TSK, et al. Lancet. 2019;393(10183):1819-1830. 



1st-line Pembrolizumab in PDL1 < 50% pts?

Mok TSK, et al. Lancet. 2019;393(10183):1819-1830. 

PDL1 ≥ 50% PDL1 ≥ 20% PDL1 ≥ 1%

PDL1 1-49% 
(post-hoc)

HR 0.69 HR 0.77 HR 0.81

20.0 vs 12.2 mos 17.7 vs 13.0 mos 16.7 vs 12.1 mos



1st-line Pembro + Chemo combinations

KN-189[1]

KN-407[2]

nonSqNSCLC

SqNSCLC

1) Gandhi L, et al. N Engl J Med 2018;378(22):2078-2092. 2) Paz-Ares L et al. N Engl J Med 2018;379(21):2040-2051. 



1st-line Pembro + Chemo combinations

KN-189[1]

KN-407[2]

nonSqNSCLC

SqNSCLC

1) Gandhi L, et al. N Engl J Med 2018;378(22):2078-2092. 2) Paz-Ares L et al. N Engl J Med 2018;379(21):2040-2051. 

PDL1 (TPS)

NR vs 11.3 mos
1-yr survival: 69.2% vs 49.4% 

15.9 vs 11.3 mos
1-yr survival: 65.2% vs 48.3% 

PDL1 (TPS)



1st-line Pembro + Chemo combinations

Gandhi L, et al. N Engl J Med 2018;378(22):2078-2092

KN-189[1]

nonSqNSCLC

Adverse events (all causes)

Immune-related adverse events



1st-line Atezo + Chemo combinations

IMpower 132[1]

IMpower 130[2]

nonSqNSCLC

SqNSCLC

Data not mature

1. Vassiliki A, et al. WCLC 2018. 2. West H, et al. Lancet Oncol 2019 in press



ICI/chemo combination or single agent for PDL1 ≥ 50% pts?

1) Gandhi L, et al. N Engl J Med 2018;378(22):2078-2092. 2) Paz-Ares L et al. N Engl J Med 2018;379(21):2040-2051. 

KN-189 KN-407
nonSqNSCLC, PDL1 ≥ 50% SqNSCLC, PDL1 ≥ 50%

HR 0.42 HR 0.64

Pembro/CTx vs Placebo/CTx

RR 47.6% RR 57.9%



ICI/chemo combination or single agent for PDL1 ≥ 50% pts?

KN-189 KN-407
nonSqNSCLC, PDL1 ≥ 50% SqNSCLC, PDL1 ≥ 50%

HR 0.42 HR 0.64

Pembro/CTx vs Placebo/CTx

Pembro vs CTxKN-042 All hist, PDL1 ≥ 50% KN-024 All hist, PDL1 ≥ 50%

RR 47.6% RR 57.9%

RR 39% RR 45%

KN-024



IMpower-150

Socinski MA et al. NSCLC. N Engl J Med 2018;378(24):2288-2301. 



Socinski MA et al. NSCLC. N Engl J Med 2018;378(24):2288-2301. Reck M, et al. Lancet Respir Med 2019;7(5):387-401.

Impower-150: PFS and OS data



Impower-150: EGFRmut population

Reck M, et al. Lancet Respir Med 2019;7(5):387-401.



Locally advanced, unresectable stage III NSCLC

Median PFS: 6-11 mos

Median OS: 25-30 mos
2-yr OS: 50-55%
5-yr OS: 15-30%

RTx vs RTx+CTx Concomitant vs sequential RTx/CTx

HR: 0.90
5-yr absolute benefit: +2% 

HR: 0.84
5-yr absolute benefit: +4.5% 



PACIFIC: maintenance durvalumab after RTx/CTx

*Using the Ventana SP263 immunohistochemistry assay
†Defined as the time from randomization until the date of objective disease progression or death by any cause in the absence of 

progression. BICR, blinded independent central review; cCRT, concurrent CRT; PFS2, time to second progression; RECIST, Response 

Evaluation Criteria in Solid Tumors; TTDM, time to death or distant metastasis. ClinicalTrials.gov number: NCT02125461

• Unresectable, Stage III NSCLC 

without progression after definitive 

platinum-based cCRT (≥2 cycles)

• 18 years or older

• WHO PS score 0 or 1

• If available, archived pre-cCRT 

tumor tissue for PD-L1 testing*

All-comers population 

(i.e. irrespective of PD-L1 status)

N=713 randomized

Durvalumab

10 mg/kg q2w for

up to 12 months

N=476

Placebo

10 mg/kg q2w for 

up to 12 months

N=237

2:1 randomization,

stratified by age, sex, and 

smoking history

Key secondary 

endpoints 

• ORR, DoR and 

TTDM by BICR

• PFS2 by investigator

• Safety

• PROs

Primary endpoints

• PFS by BICR using 

RECIST v1.1†

• OS

R

1–42 days 

post-cCRT

Antonia SJ, et al. N Engl J Med 2017;377(20):1919-1929.
Antonia SJ, et al. N Engl J Med 2018;379(24):2342-2350. 



PACIFIC: PFS and OS results

Antonia SJ, et al. N Engl J Med 2017;377(20):1919-1929.
Antonia SJ, et al. N Engl J Med 2018;379(24):2342-2350. 



PACIFIC: updated OS results

Gray JE, et al. ASCO 2019 



PACIFIC: safety data

AE, n (%)
Durvalumab

(n = 475)
Placebo
(n = 234)

Any AE 460 (96.8) 222 (94.9)

 Grade 3/4 145 (30.5) 61 (26.1)

 Outcome of death 21 (4.4) 15 (6.4)

 Leading to discontinuation 73 (15.4) 23 (9.8)

Serious AEs 138 (29.1) 54 (23.1)

Pneumonitis/radiation pneumonitis 161 (33.9) 58 (24.8)

 Grade 3/4 17 (3.6) 7 (3.0)

 Outcome of death 5 (1.1) 5 (2.1)

 Leading to discontinuation 30 (6.3) 10 (4.3)

Antonia SJ, et al. N Engl J Med 2017;377(20):1919-1929.
Antonia SJ, et al. N Engl J Med 2018;379(24):2342-2350. 



PACIFIC: subgroup analysis according to PDL1 status

Subgroup PFS, HR (95% CI) OS, HR (95% CI)

Overall
PD-L1 status (prespecified)

≥ 25%
< 25%
Unknown*

PD-L1 status (post hoc)†

≥ 1%
1% to 24%
< 1%

*Unknown PD-L1 status in 37% of patients; testing not required, obtained pre-CRT.
†1% cutoff used in unplanned post hoc analysis requested by a health authority.

Durvalumab better Placebo better

0.25 0.5 1.0 2.0

Durvalumab better Placebo better

0.25 0.5 1.0 2.0

Antonia SJ, et al. N Engl J Med 2017;377(20):1919-1929.
Antonia SJ, et al. N Engl J Med 2018;379(24):2342-2350. 



Conclusion

• 5yr OS 15-30% with single agent anti-PD1

• For pts with PDL1 ≥ 50%: 
1st-line single agent pembrolizumab OR chemo/ICI combination

• For pts with PDL1 <50%: 
1st-line chemo/ICI combination

• For pts with driver mutations: 
Atezo+Bev+Chemotherapy after failure of target Tx

Stage IV NSCLC

Unresectable stage III NSCLC

• Maintenance durvalumab SoC
(for pts with PDL1 ≥ 1% not progressing after RTx/CTx)
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