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• NSCLC is one of the most prevalent types of cancer.
• Among patients with NSCLC, 23-41% have locally advanced stage IIIA or IIIB disease at the time of diagnosis,¹ of which as many as 86% of 

stage IIIA and 100% of stage IIIB tumors can be classified as unresectable.²
• For patients with unresectable stage III NSCLC, the treatment goal is curative and definitive concurrent chemoradiotherapy (cCRT) is the 

standard of care. Durvalumab, a programmed death-ligand 1 (PD-L1) inhibitor, is the only approved consolidation therapy recommended by 
national clinical practice guidelines for treating patients with unresectable stage III NSCLC who have not progressed following CRT.

• Despite cCRT, patients with unresectable stage III NSCLC experience rapid disease progression with approximately 89% of patients progressing 
to metastatic disease, over half of which occurs in the first 12 months.3 Once patients progress, their disease is no longer considered curative 
and the treatment goal becomes palliative and life-preserving.

• Prior to durvalumab approval by the FDA, patients typically remained on active surveillance and best supportive care until disease progression.4 
Less than half of this patient population remain alive after 2 years and only about 15% after 5 years.⁵
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BACKGROUND

OBJECTIVES 
• This study aims to estimate the comparative clinical efficacy of consolidation therapies 

after cCRT, by using network meta-analysis (NMA).
• This current analysis focuses on progression free survival (PFS).

METHODS
• A standardized review protocol was used to define the eligibility criteria for the search and 

screening of references using the PICO(TSS) framework, which identifies the population, 
interventions, comparators, outcomes, timing, setting, and study designs of interest (Table 
1).

• MEDLINE, Cochrane CENTRAL and Embase databases were systematically searched to 
identify phase III randomized controlled trials (RCTs). Language (English), full-publication 
search from January 1, 2000 to August 22, 2017, abstract search from January 1, 2015 to 
August 22, 2017, and subject (human) limits were applied to each database. Antonia et al. 
20175 was identified by hand search, which was published in September 2017.

• A fixed-effects, proportional hazards Bayesian survival NMA was undertaken. A fixed-effects 
model was selected owing to a lack of repeated RCTs in the network of evidence for category-1 
trials. A sensitivity analysis was undertaken using a Life Expectancy Differences Without 
Progression (LED     ) non-proportional hazards model.

CONCLUSIONS
• For unresectable stage III NSCLC in the past 20 years, multiple clinical trials have investigated maintenance/consolidation treatments after CRT; 

with the exception of durvalumab, none of the other treatment options improved treatment outcomes.
• PACIFIC trial5 showed that durvalumab significantly improved PFS vs. placebo in the post-cCRT setting and was well tolerated. The NMA 

suggests superior efficacy for durvalumab when evaluating PFS, relative to comparable maintenance/consolidation therapies or no therapy 
post-cCRT for these patients, while there is evidence to suggest that paclitaxel may shorten PFS in this treatment setting.

• The limited evidence in this treatment setting was further hindered by moderate differences in trial size, endpoint criteria, quality, and provision 
of background therapies. 

• Overall survival outcomes, additional analyses and longer follow-up are warranted to confirm the efficacy of durvalumab and the potential long-
term benefit of this Immuno-Oncology treatment.
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RESULTS
• Of the 4,752 records screened, 9 phase III trials met the eligibility criteria to be included in 

this review, of which only four5,7–9 trials provided sufficient data after cCRT completion to 
be directly incorporated into this analysis (category-1). The remaining five10–14 trials did not 
report outcome measures after cCRT completion (category-2), limiting comparability to other 
studies (Figure 1).

• Patient characteristics were generally consistent across category-1 RCTs, as shown in Table 
2. Exceptions were the proportions of patients with squamous histology (ranging from 23.5%-
54.3%), and the proportions of patients with stage IIIA disease (ranging from 15.4%-52.8%).

• Among category-1 studies (6 publications representing 5 trials, Figure 2), durvalumab 
demonstrated superior efficacy for PFS relative to no consolidation therapy as well as to 
docetaxel, paclitaxel and vinorelbine + cisplatin administered in a maintenance/ consolidation 
setting (Table 3; Figure 3).

• Paclitaxel demonstrated poorer PFS relative to no maintenance/consolidation therapy (HR 
1.74 [95% credible interval: 1.15-2.62]).

• A sensitivity analysis assessing LED    in a non-proportional hazards model demonstrated 
the same pattern of results.

• Important limitations included moderate between-trial heterogeneity (particularly in response 
criteria), and small number of RCTs with varying quality and sample sizes.
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Table 2: Baseline Patient Characteristics 

Trial Base cCRT 
treatment

Maximal interval 
between last 

radiotherapy dose and 
subsequent treatment

Average 
age, 

years
Proportion 
ECOG 0, %

Proportion 
ECOG 1, %

Squamous 
histology, 

%

Stage 
IIIA, 
%

Stage 
IIIB, 
%

PACIFIC Platinum based 
chemotherapy 42 days 64 48.8 50.8 45.7 52.8 44.7

GILT Cisplatin + 
Vinorelbine 42 days 60 NR NR 54.3 15.4 84.6

Hanna 
2008

Cisplatin + 
Etoposide 56 days 62 58.5 41.5 NR 40.8 NR

Carter 
2012

Induction Paclitaxel 
+ Carboplatin > 

Concurrent 
Paclitaxel

28 days 65 57 43 23.5 46.8 53.2

Figure 3: Forest plot of results for interventions assessed

Hazard ratios are presented as treatment relative to durvalumab, with lower values indicated that durvalumab is more effective than the compar-
ator. Values where the 95% CrI does not include a value of 1.00 are considered statistically significant.

Durvalumab

0.28 [0.18,0.43]* Paclitaxel

0.42 [0.28,0.63]* 1.50 [0.87,2.59] Docetaxel

0.48 [0.34,0.70]* 1.71 [1.03,2.90]* 1.14 [0.72,1.86] Vinorelbine + 
Cisplatin

0.49 [0.41,0.58]* 1.74 [1.15,2.62]* 1.15 [0.81,1.70] -1.01 [0.73,1.36] Placebo 
/Observation/BSC

Table 3: Cross-table of results for consolidation therapies 
assessed

Hazard ratios presented as column vs rows. Hazard ratios less than 1.0 indicate the column treatment is comparatively more efficacious, while 
more than 1 indicate less efficacy. Values in bold indicate estimates where the 95% CrI does not include a value of 1.

Figure 2: Network of evidence for trials included in the 
analysis (Category 1)

1076 records identified 
through Embase

3627 records identified 
through MEDLINE

4752 records screened (based on title and abstract)

4625 records excluded
• Wrong Population: 63
• Wrong Intervention: 1522
• Wrong Outcomes: 1
• Wrong Study Design: 1396
• Not English: 31
• Duplicate Publication: 6
• Wrong Publication Date Cut-off: 22
• In vitro study: 20
• Animal study: 15
• Not a treatment study: 41
• Not a clinical study: 1506
• Others: 2

65 references digitized from search
1 reference digitized from hand search

representing 57 RCTs

62 references excluded in full-text screening
• Wrong Population: 20
• Wrong Intervention: 3
• Wrong Comparison: 8
• Wrong Outcomes: 8
• Duplicate Publication: 10
• Wrong Outcome Stratification: 4
• Not a clinical study: 2
• Surgery: 5
• Abstract with Insufficient Information: 2

127 records accepted (based 
on title and abstract)
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34 records identified 
through Cochrane

15 records identified through 
other sources [SR/MA 13; hand-

search 2]

9 references met review eligibility 
4 references included in analysis

Figure 1: PRISMA 

Populations • Patients with stage III non-small cell lung cancer receiving a regimen 
consisting of a platinum-based chemotherapy and radiation

Interventions
• Any type of CRT
• Consolidation/maintenance chemotherapy after CRT

Comparators
• Any chemotherapy or CRT administered as sequentially or concurrently
• Best supportive care (BSC) after CRT
• Placebo or no treatment after CRT

Outcomes

• Overall response rate (ORR)
• Overall survival (OS)
• Progression-free survival (PFS)
• Time to progression (TTP)
• Time to death or distant metastasis (TTDM)

Study Design • RCTs (Phase III at any time)

Table 1: PICO Parameters
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