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5. Overview of literature 

5.1 Literature used for the clinical assessment 

The data was obtained from the head-to-head PACIFIC study as the control-arm is 

aligned with the comparator in this application. Thus, a systematic literature search has 

not been performed.  
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6. Efficacy  

6.1 Efficacy of durvalumab compared to placebo for treatment of 

locally advanced, unresectable NSCLC with PD-L1 ≥ 1% and 

subgroup PD-L1 between 1 – 24 %. Post-hoc survival update. 

Data cut off January 11, 2021 

6.1.1 Relevant studies 

The relevant study for this application is PACIFIC. In this section, the trial design and data cut off 

dates are listed. 

 

Figure 2 Study design of PACIFIC 

Data Cut Off’s 

• Primary PFS analysis: February 13, 2017 

• DCO March 22, 2018 

• 2nd PFS analysis March 20, 2020 

• Post-hoc DCO January 11th, 2021 
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had not progressed after chemoradiation. The post hoc analysis was exploratory in 

nature, based on incomplete and poorly matched data, and therefore, was not powered 

to detect statistical significance. Thus, the ability to make definitive conclusions in PD-L1 

subgroups is limited as is guidance for treatment.  

EMA noted in the EPAR that PD-L1 expression could play an important role in the efficacy 

of durvalumab. They highlight that there is rationale for a benefit driven by PD-L1 ≥1% 

patients. (31) 

Subgroup results PD-L1 

In this section results based on PD-L1 status are illustrated. Figure 3 presents OS results 

for the subgroup PD-L1 status above 1% with a HR of 0.61 (95% CI 0.44-0.85) favoring 

durvalumab. Figure 3 and Figure 4 shows the OS results in the subgroup with PD-L1 of 1-

24% with a HR of 0.73 favoring durvalumab. The survival benefit consistently favored 

durvalumab versus placebo in the PD-L1 subgroups, with the exception of OS for PD-L1 

<1%. The 95% CI for PD-L1 of 1-24% subgroup is overlapping 1 for OS, but as above noted 

the post-hoc subgroup analyses were not powered to show significance. PFS results for 

the two subgroups are presented in Figure 5 and Figure 6. In general, the PFS results are 

consistently showing benefit for all subgroups, although the PFS benefit is not significant 

for PD-L1 negative patients. 
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Figure 3. OS result per PD-L1 expression level (29) 
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Figure 4. KM OS PD-L1 expression level 1 – 24% (29) 
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Figure 5. PFS result per PD-L1 expression level (29) 
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Figure 6. KM PFS PD-L1 expression level 1 – 24% (29) 
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Other RWE studies 

Beside the recent Danish real-world evidence study, several real-world evidence (RWE) 

studies have been published regarding the use of durvalumab in unresectable stage III 

patients following CRT. Key findings and conclusions are summarized per study in the 

below section. In summary, they conclude that the efficacy of durvalumab reported in 

their results are comparable to the PACIFIC study results for patients with PD-L1 >1%.  

• Wang et al. concluded from their systematic review and meta-analysis that 

there is consistency between the efficacy findings in PACIFIC and existing RWE. 

Thirteen articles were included, and the median PFS (progression-free survival) 

ranged between 20.1 and 22.5 months. (32) 

 

• PACIFIC-R is an observational study with 1,399 patients treated with at least one 

dose of durvalumab as part of the early access program (EAP). Data from this 

study were presented at ESMO in 2021 and are under review. The study 

reported a median PFS of 21.7 months, which was compared to the 16.9 

months PFS in PACIFIC after 5 years. A subgroup analysis showed that PFS was 

higher in the patient group with PD-L1 >1%. (33) 

 

• Offin et al. analyzed 62 patients between 2017 and 2019 in their single-center 

study conducted at Memorial Sloan Kettering Cancer Center. Patients were 

treated according to the PACIFIC regimen. The conclusions were that 12-month 

OS (overall survival) was comparable to PACIFIC, and there was better loco-

regional tumor control compared to historical data. PD-L1 expression levels of 

>1% versus >50% were not predictive of poor PFS. (34) 

 

• Faehling et al. published data from their multicenter study across 56 German 

centers as part of the EAP for durvalumab. A total of 126 patients from 2017-

2018 were included on the basis that they had not progressed following CRT. 

Patients in the EAP study had more advanced disease compared to PACIFIC, 

based on a more advanced stage and presence of oligometastases. PFS for 

patients in this study was 20.1 months, and the median OS was not reached 

after 24 months. PD-L1 expression was not predictive of OS. (35) 

Subsequent therapy ITT 

Overall, 48.5% and 58.6% of patients randomly assigned to durvalumab and placebo, 

respectively, received ≥ 1 subsequent, disease-related, anticancer therapy (after 

discontinuing study treatment), most commonly chemotherapy (durvalumab, 33.0%; 

placebo, 35.9%; Table2). Subsequent immunotherapy was less commonly used among 

patients randomly assigned to durvalumab (12.6%) versus placebo (29.1%). TFST 

(stratified HR, 0.65; 95% CI, 0.53 to 0.79) and TSST (stratified HR, 0.65; 95% CI, 0.53 to 
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Appendix D. Extrapolation  
This submission follows Medicinrådets 14-week process. Thus, this section is not filled in.  

D.1  Extrapolation of [effect measure 1] 

D.1.1 Data input 

D.1.2 Model 

D.1.3 Proportional hazards 

D.1.4 Evaluation of statistical fit (AIC and BIC) 

D.1.5 Evaluation of visual fit  

D.1.6 Evaluation of hazard functions 

D.1.7 Validation and discussion of extrapolated curves 

D.1.8 Adjustment of background mortality 

D.1.9 Adjustment for treatment switching/cross-over 

D.1.10 Waning effect 

D.1.11 Cure-point 

D.2 Extrapolation of [effect measure 2] 
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Appendix F. Health-related quality 

of life 
This submission follows Medicinrådets 14-week process. Thus, this section is not filled in.  
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