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Stage III NSCLC: a heterogeneous picture



Unresectable stage III NSCLC

Vansteenkiste JF, ESMO 2017



Vansteenkiste JF, ESMO 2017

Unresectable stage III NSCLC



Tecemotide (L-BLP25) vs. placebo in 
unresectable stage III NSCLC

Butts C, Lancet Oncol 2014; Mitchell P Ann Oncol 2015 

p:0.02
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Durvalumab reverses immune suppression and 
leads to a systemic antitumor response

DURVALUMABCHEMORADIATION

Chemoradiation induces 
tumor antigen release and 
an adaptive immune response

PD-L1 overexpression 
leads to immune 
cell evasion

Durvalumab

Deng L, J Clin Invest 2014; Dovedi SJ, Cancer Res 2014; Chacon JA, Vaccines (Basel) 2016; Formenti SC, J Natl Cancer Inst 2013; Funaki S, Oncol Rep
2017; Antonia SJ, N Engl J Med 2017

The rationale for PD1/PD-L1 ICI in 
unresectable stage III NSCLC



Paz-Ares L, ESMO 2017 

Durvalumab vs. placebo in unresectable stage III NSCLC 



PFS: HR 0.52, p<0.0001
ORR: 28.4% vs 16%, p<0.001
Manageable safety profile

Vansteenkiste JF, ESMO 2017 

Durvalumab vs. placebo in unresectable stage III NSCLC 



Updated Progression-free Survival by BICR* (ITT)
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Time from Randomization (months)
No. at Risk

Durvalumab 476 377 302 268 213 188 163 143 116 83 43 23 1 0

Placebo 237 163 106 86 67 55 46 39 32 24 10 5 0 0

*Median duration of follow-up was 25.2 months (range 0.2–43.1)
†No formal statistical comparison was made because the study had achieved significance for PFS at the first planned IA (data cutoff of Feb 13, 2017)  

PFS HR = 0.51
95% CI, 0.41–0.63†

34.4%

49.5%
55.7%

26.7%

No. of events / 
No. of patients (%)

Median PFS
(95% CI)
months

Durvalumab 243/476 (51.1) 17.2 (13.1–23.9)

Placebo 173/237 (73.0) 5.6 (4.6–7.7)

0

Durvalumab vs. placebo in unresectable stage III NSCLC 

Scott A, WCLC 2018



Overall Survival* (ITT)

*Median duration of follow-up for OS was 25.2 months (range 0.2–43.1)
†Adjusted for interim analysis
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3 6 9 12 15 18 21 24 27 30 33 36 4539 42

Time from Randomization (months)
No. at Risk

Durvalumab 476 464 431 415 385 364 343 319 274 210 115 57 23 2 0 0

Placebo 237 220 198 178 170 155 141 130 117 78 42 21 9 3 1 0

OS HR = 0.68 
99.73% CI, 0.469–0.997†

P=0.00251

75.3%

66.3%

83.1%

55.6%
No. of events / 

No. of patients (%)

Median OS
(95% CI)
months

Durvalumab 183/476 (38.4) NR (34.7–NR)

Placebo 116/237 (48.9) 28.7 (22.9–NR)

0

NR, not reached

Durvalumab vs. placebo in unresectable stage III NSCLC 

Scott A, WCLC 2018



Updated Time to Death or Distant 
Metastasis (TTDM) by BICR* (ITT)
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Time from Randomization (months)
No. at Risk

Durvalumab

Placebo

476 419 357 316 259 223 194 163 129 92 46 25 1 0

237 189 139 118 95 77 64 54 39 27 12 5 0 0*Median duration of follow-up was 25.2 months (range 0.2–43.1)
†A patient may have had more than one new lesion site

TTDM HR = 0.53
95% CI, 0.41–0.68

Median TTDM
(95% CI)
months

Durvalumab 28.3 (24.0–34.9)

Placebo 16.2 (12.5–21.1)

New Lesion Site†

Durvalumab 
(N=476)

Placebo 
(N=237)

Patients with any 
new lesion, n (%)

107 (22.5) 80 (33.8)

Lung 60 (12.6) 44 (18.6)

Lymph nodes 31 (6.5) 27 (11.4)

Brain 30 (6.3) 28 (11.8)

Liver 9 (1.9) 8 (3.4)

Bone 8 (1.7) 7 (3.0)

Adrenal 3 (0.6) 5 (2.1)

Other 10 (2.1) 5 (2.1)

Updated Incidence of 
New Lesions by BICR* (ITT)

0

Durvalumab vs. placebo in unresectable stage III NSCLC 

Scott A, WCLC 2018



Updated Safety Summary
Durvalumab 

(N=475)
Placebo 
(N=234)

Any-grade all-causality AEs, n (%) 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, n (%) 138 (29.1) 54 (23.1)

Any-grade pneumonitis/radiation pneumonitis, n (%) 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)

Durvalumab vs. placebo in unresectable stage III NSCLC 

Scott A, WCLC 2018

Faivre-Finn C, ESMO 2018

 Similar safety profiles in different PD-L1 expression subgroups and according
to time from radiation



Durvalumab vs. placebo in unresectable stage III NSCLC 

Faivre-Finn C, ESMO 2018

Progression-free and Overall Survival by Subgroup (ITT)

• Important facts regarding PD-L1 status:

− PD-L1 testing was not required

− 37% of patients with unknown PD-L1 status

− PD-L1 status was obtained pre-CRT (getting a sample post-CRT medically not feasible)

− PD-L1 expression-level cutoff of 1% was part of an unplanned post-hoc analysis requested 
by a health authority



Durvalumab vs. placebo in unresectable stage III NSCLC 

Faivre-Finn C, ESMO 2018

Impact of previous treatment



Impact of time to radiation

Durvalumab vs. placebo in unresectable stage III NSCLC 

Faivre-Finn C, ESMO 2018



Critical issues

 Randomization of patients who experienced clinical benefit 

after cCTRT

 Consolidation chemo not allowed

 Chemoradiation regimen not predefined

 Staging procedures?

 PD-L1 tested before chemo-radiation



Stage III NSCLC: a heterogeneous picture



 Platinum-based adjuvant
chemotherapy in NSCLC: 5 years
survival benefit 4% with or without
adj. RT

 Most benefit achieved in stage IV not
translated in stage III (chemotherapy
or local treatment optimization)

Pisters KMW, JCO 2007; NSCLC Meta-analysis Collaborative Group, Lancet 2010; Vansteenkiste JF, ESMO 2017

Early stage NSCLC: an unmet medical need



ICI in early stage: 
neoadjuvant vs. adjuvant setting

adjuvant neoadjuvant

Delay of surgery + -

Amount of tissue for translational studies + -

Pathological TNM + -

Earlier immune priming to tumor antigen and micrometastasis eradication - +

(Earlier) clinical benefit evaluation - +

Higher tumor mutation burden and neoantigen presentation - +

Post-treatment tissue availability for pCR assessment and additional
translational studies

- +

Compliance - +



MAGE-A3 vs. placebo as adjuvant treatment 
in early stage NSCLC

Vansteenkiste JP, Lancet Oncol 2016; Chen, Immunity 2013



Phase III adjuvant IO trials

Post R0 surgery
Stage IB(>4cm), II, IIIA
ECOG PS 0-1
ACT as indicated

Modified from Vansteenkiste JP, ESMO 2018



New immuno-options in the adjuvant setting:
the Canakinumab story



Ridker PM, Lancet 2107

New immuno-options in the adjuvant setting:

the Canakinumab story

LC incidence LC mortality



From CANTOS to CANOPY trials



Ongoing trials with neoadjuvant
anti-PD1/PD-L1 treatment in early stage NSCLC

Vansteenkiste JP, ESMO 2018



Anti PD1/PD-L1 in the neoadjuvant setting

 No delay of surgery (surgical feasibility)

 No new AEs, no TR-AEs leading to post-operative mortality
Cascone, ESMO 2018



Pre-Nivo

Post-Nivo

Discordance between MPR and RECIST response

Forde P, NEJM 2018



Cottrell  TR, Ann Oncol 2018

Immune-related pathologic response criteria (irPRC)



Cottrell  TR, Ann Oncol 2018

Immune-related pathologic response criteria (irPRC)



Carlino M, Clin Cancer Res 2016

Rationale for anti-PD1 and anti-CTLA4 combination as
neoadjuvant treatment in early stage NSCLC



Neoadjuvant anti-PD1 + anti-CTLA4:
the phase II NEOSTAR study

Cascone, ESMO 2018



Neoadjuvant anti-PD1 + anti-CTLA4:

the phase II NEOSTAR study

Cascone, ESMO 2018



Cascone, ESMO 2018

Neoadjuvant anti-PD1 + anti-CTLA4:

the phase II NEOSTAR study

Radiografic responses Association with MPR



Neoadjuvant anti-PD1 + anti-CTLA4:

the phase II NEOSTAR study

Cascone, ESMO 2018



Neoadjuvant anti-PD1 + anti-CTLA4:

the phase II NEOSTAR study

Cascone, ESMO 2018

T-cell infiltration Different T-cell subsets proliferation

 Neoadjuvant N and NI increase proliferative and activated effector
TILs vs. untreated lung tumors



Phase III neoadjuvant CT+IO trials

Modified from Vansteenkiste JP, ESMO 2018

Stage IIB-IIIA
ECOG PS 0-1
Fit for surgery
Any PDL1 expression

KEYNOTE-671

Impower-030 Stage IIB-IIIA-IIIB T3N2
ECOG PS 0-1
Fit for surgery
Any PDL1 expression

Checkmate-816
Stage IB (>4cm)-II-IIIA
ECOG PS 0-1
Fit for surgery
EGFRwt ALK-
Any PDL1 expression



Take home messages

 Although with some method limitation of the PACIFIC phase III trial, 
durvalumab as consolidation after cCTRT might be considered as new 
standard of care in unresectable stage III NSCLC

 Adjuvant IO: long time results, difficult assessment of clinical benefit, 
lower compliance

 Neoadjuvant IO:  the ideal setting for early micrometastasis
eradication, clinical benefit evaluation and translational pre-post 
surgery studies. 

 CT+IO: a promising future
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