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Stage III NSCLC: a heterogeneouspicture



Unresectablestage III NSCLC

VansteenkisteJF, ESMO 2017



VansteenkisteJF, ESMO 2017

Unresectablestage III NSCLC



Tecemotide(L-BLP25) vs. placeboin 
unresectablestage III NSCLC

ButtsC, Lancet Oncol2014; Mitchell PAnnOncol2015 

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 Invest2014; DovediSJ, Cancer Res2014; ChaconJA, Vaccines (Basel) 2016; FormentiSC, J Natl Cancer Inst2013; Funaki S, OncolRep
2017; Antonia SJ, N Engl J Med 2017

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



Paz-Ares L, ESMO 2017 

Durvalumabvs. placebo in unresectablestage III NSCLC 



PFS: HR 0.52, p<0.0001
ORR: 28.4% vs 16%, p<0.001
Manageablesafetyprofile

VansteenkisteJF, ESMO 2017 

Durvalumabvs. placebo in unresectablestage 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 0.2ï43.1)
ÀNo 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, 0.41ς0.63Ϟ

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 (13.1ς23.9)

Placebo 173/237 (73.0) 5.6 (4.6ς7.7)

0

Durvalumabvs. placebo in unresectablestage III NSCLC 

Scott A, WCLC 2018



Overall Survival* (ITT)

*Median duration of follow-up for OS was 25.2 months (range 0.2ï43.1)
ÀAdjusted 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, 0.469ς0.997Ϟ

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(34.7ςNR)

Placebo 116/237 (48.9) 28.7 (22.9ςNR)

0

NR, not reached

Durvalumabvs. placebo in unresectablestage 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 0.2ï43.1)
ϞA patient may have had more than one new lesion site

TTDM HR = 0.53
95% CI, 0.41ï0.68

MedianTTDM
(95% CI)
months

Durvalumab 28.3 (24.0ς34.9)

Placebo 16.2 (12.5ς21.1)

New LesionSiteϞ
Durvalumab 

(N=476)
Placebo 
(N=237)

Patientswith any 
newlesion,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

Durvalumabvs. placebo in unresectablestage 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)

Grade3/4 145 (30.5) 61 (26.1)

Outcomeof death 21 (4.4) 15 (6.4)

Leadingto 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)

Outcomeof death 5 (1.1) 5 (2.1)

Leading to discontinuation 30 (6.3) 10 (4.3)

Durvalumabvs. placebo in unresectablestage III NSCLC 

Scott A, WCLC 2018

Faivre-Finn C, ESMO 2018

ü Similarsafetyprofiles in different PD-L1 expressionsubgroupsand according
to time from radiation



Durvalumabvs. placebo in unresectablestage III NSCLC 

Faivre-Finn C, ESMO 2018

Progression-free and Overall Survival by Subgroup (ITT)

ωImportant facts regarding PD-L1 status:

īPD-L1 testing was not required

ī 37% of patients with unknown PD-L1 status

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

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


