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Note on draft assessment report regarding durvalumab indicated as monotherapy for the treatment of 
limited-stage small-cell lung cancer (LS-SCLC)  
  
 
AstraZeneca would like to thank you for the assessment of durvalumab for limited-stage small-cell lung cancer 
and appreciate the opportunity to comment on the draft assessment report.   
 
Overall, AstraZeneca find the DMC draft assessment report to be balanced and thorough. Further, we notice that 
DMC highlights that LS-SCLC is an aggressive form of lung cancer characterized by rapid progression and high 
probability of early metastatic disease. A disease that with the current treatment available, has a poor prognosis 
with a median survival of 15 months and a 5-year survival rate of 15%.  
 
The data that the application is based on is in the assessment draft report considered to be robust and with few 
significant uncertainties. However, DMC mention one primary uncertainty which we would like just briefly to 
comment on.  
 
It is stated that the majority of the patients in the study had only received radiotherapy once a day prior to the start 
of the study, whereas patients in Denmark usually receive radiotherapy twice a day. According to DMC this may 
make the observed effect of durvalumab appear relatively greater than what might be expected under Danish 
treatment conditions. In our opinion it is fair to anticipate that the patients that have received radiotherapy once or 
twice daily will be evenly distributed between the intervention arm and the placebo arm, and therefore this should 
not affect the relative efficacy.  
 
Further, Cheng et al., 20241) reported forest plots for OS (Figures 1) and PFS (Figure 2) for subgroup analysis of 
baseline characteristics including previous radiotherapy schedule which was either once-daily or twice-daily, 
showing highly similar results. The key takeaway from the forest plots is to visualize the overall trend, assessing 
whether effects across subgroups are aligned or inconsistent. In both subgroups, the effect favors durvalumab 
with similar HR estimates versus placebo arm, indicating no meaningful difference in efficacy between once-daily 
and twice-daily radiotherapy. In addition, since durvalumab will only be used for progression-free patients, this 
would not constitute a low treatment starting point.  
 
We look forward to receiving the final DMC decision with the hope that durvalumab as monotherapy will be made 
available for patients with limited-stage small-cell lung cancer. This will allow these patients, where the only option 
after completion of chemoradiotherapy currently is ‘Watch-and-wait’, to have access to a systemic treatment that 
has shown positive results on both OS and PFS.   
 
 
 
Kind regards,   
 
Mette Lange     Kun Kim  
Market Access Manager     HTA-Manager 
AstraZeneca A/S     AstraZeneca A/S 
 
 
  
 
 
 
1) Cheng, Y., et al., Durvalumab after Chemoradiotherapy in Limited-Stage Small-Cell Lung Cancer. N Engl J Med, 2024. 

391(14): p. 1313-1327 
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Rabat ift. AIP 
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Konkurrencesituationen 

Imfinzi er den første immunterapi godkendt i EU til denne indikation, småcellet lungekræft med begrænset 
sygdomsstadie (LS-SCLC). I dansk klinisk praksis tilbydes der aktuelt ikke systemisk behandling efter afsluttet 
kemoradioterapi, jf. Medicinrådets vurdering af durvalumab som monoterapi til behandling af LS-SCLC. 
 
Tabel 2 viser lægemiddeludgiften til Imfinzi for et års behandling. 

Tabel 2: Lægemiddeludgifter pr. patient 

Lægemiddel 
Styrke (paknings-

størrelse) 
Dosering 

Pris pr. pakning 

(SAIP, DKK) 

Lægemiddeludgift 

pr. år (SAIP, DKK) 

Imfinzi 50 mg/ml (10 ml) 1.500 mg hver 4. uge, i.v. aaaaa aaaaaaa 

 

Status fra andre lande 

Tabel 3: Status fra andre lande 

Land Status Link 

Norge Anbefalet Link til anbefaling 

England Anbefalet Link til anbefaling 

Sverige Anbefalet Link til anbefaling 
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3. The patient population, 

intervention, choice of 

comparator(s) and relevant 

outcomes 

3.1 The medical condition  

Lung cancer is the leading cause of cancer-related deaths globally [12]. Small-cell 

lung cancer (SCLC), which accounts for around 15% of all lung cancers, is associated with 

a more aggressive disease course and a worse prognosis than the more prevalent non-

small cell lung cancer (NSCLC) [13-15]. SCLC is divided into two stages: limited-stage (LS) 

SCLC, which encompasses stages I–III, and extensive-stage (ES) SCLC, corresponding to 

stage IV [16].  

LS-SCLC refers to cases where the tumour is confined to the lung of origin, along with 

nearby lymph nodes, including those in the mediastinum and ipsilateral supraclavicular 

lymph nodes. In contrast, ES-SCLC is defined by the tumour’s spread beyond one lung, 

including to the pleura or pericardium, or metastasising to distant parts of the body via 

the bloodstream. In simpler terms, LS-SCLC is confined to one side of the chest, while ES-

SCLC involves both sides and may have spread to other organs (Figure 1) [16]. 

Figure 1 Representation of tumour size, volume and location in LS-SCLC and ES-SCLC 

 

Source: [15] 

 

The American Joint Committee on Cancer (AJCC) tumour, node, metastasis (TNM) staging 

system, which classifies SCLC based on tumour size (T), lymph node involvement (N), and 

metastases (M), is currently the preferred method of staging. Patients are classified into 

stages I through IV: stages I-III have no metastases (M0), while stage IV is defined by the 

presence of metastasis (M1) [17]. This staging system is now the standard due to its 
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superior prognostic value [15]. In this system, LS-SCLC includes tumours that can be 

treated with radiotherapy (stages I-III), while ES-SCLC refers to advanced cancer (stage 

IV) [16]. Despite the use of the AJCC system, the definitions of LS- and ES-SCLC from the 

Veterans Administration Lung study Group (VALG) are still commonly used [16]. 

Additionally, treatment guidelines from the National Comprehensive Cancer Network 

(NCCN) and European Society for Medical Oncology (ESMO) are used to guide therapy 

decisions based on staging.  

Due to the rapid growth and propensity for metastasis in SCLC, most patients present 

with symptoms at diagnosis. Approximately two-thirds of patients are diagnosed with ES-

SCLC, while only one-third are diagnosed with LS-SCLC [15, 18-20]. The most common 

symptoms in both LS- and ES-SCLC include coughing, wheezing, dyspnoea, chest pain, 

fatigue, weight loss, and appetite loss. In cases of ES-SCLC, bone pain and neurological 

symptoms are indicative of distant metastases [15, 16]. Around 10% of SCLC patients 

present with brain metastases at diagnosis, and an additional 40–50% develop brain 

metastases as the disease progresses [15]. 

The diagnosis of SCLC typically begins with a review of the patient’s medical history, 

including smoking history, followed by imaging tests such as chest X-ray and/or 

computed tomography (CT) scan to detect tumours. This is often followed by tests to 

identify cancerous cells in sputum, pleural fluid or tissue biopsies. Additional imaging 

tests like magnetic resonance imaging (MRI), positron emission tomography (PET) scans, 

and more biopsies are performed to assess metastasis and accurately stage the disease 

[21, 22]. 

Treatment for LS-SCLC has seen few advancements over the past three decades [23]. 

Standard treatment typically involves platinum-based concurrent or subsequent 

chemoradiotherapy (CRT), which is intended to be curative. While this approach achieves 

high response rates, the majority of patients will experience disease progression or die 

within two years of treatment [6, 7, 22, 24-26].  

Based on a 2020 study assessing data from 2006 to 2015, the prognosis for LS-SCLC in 

Denmark is poor, with a median overall survival (OS) of 15 months and a 5-year survival 

rate of 15% [4]. The limited treatment advances made in SCLC prior to the introduction 

of immunotherapy for ES-SCLC are reflected in the outcomes for patients, not improving 

over nearly three decades, with median OS for SCLC patients reported to be seven 

months between 1983 and 2012 [23].  

In the RENO study, which included Swedish patients (data on file), mean OS was 13.8 

months with a 5-year survival probability of 22.21% [18.47-26.71] among the patients 

who received CRT for LS-SCLC during 2014 – 2023. (mean age: 69, stage III: 83.7%, PS 0-1: 

81.6%) 

Although LS-SCLC treatment is given with curative intent, initial responses occur in 

approximately 90% of cases [5], relapse remains common, with most patients 

progressing or dying within 2 years of treatment [6, 7]. One of the primary reasons for 

this poor survival is the limited treatment options once the disease progresses, at which 

point curative therapy is no longer viable. Moreover, the symptoms of SCLC and the side 
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3.4 The intervention 

Imfinzi® (durvalumab) is a high-affinity, human, recombinant IgG1κ monoclonal antibody 

that specifically blocks the binding of PD-L1 to its receptors, PD-1 and CD80 (B7.1) [30]. 

PD-L1 is frequently overexpressed on both tumour cells and antigen-presenting cells 

within the tumour microenvironment, where it inhibits immune responses by 

suppressing T-cell activation. By blocking this interaction, durvalumab enhances the 

immune system’s ability to target and attack tumour cells, restoring T-cell cytotoxicity, 

proliferation, and cytokine release [1, 30]. 

When combined with platinum-based chemotherapy, durvalumab is thought to improve 

anti-tumour responses by inducing immunogenic effects and upregulation of PD-L1 

expression, which may make the tumour more susceptible to immune checkpoint 

inhibition. The death of tumour cells due to chemotherapy can increase antigen 

presentation, while higher PD-L1 expression may boost the effectiveness of anti-PD-(L)1 

therapies, particularly in tumours with low immunogenicity [31, 32]. This combination of 

immunotherapy and chemotherapy has shown greater anti-tumour activity, improved 

response rates, and may help mitigate the risk of treatment resistance [33, 34]. Clinical 

trial data from metastatic Stage IV NSCLC have demonstrated the efficacy of this 

combination, suggesting potential benefits in earlier stages of treatment as well [35-38]. 

An overview of the intervention is provided in Table 3. 
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6. Efficacy  

6.1 Efficacy of durvalumab compared to placebo for patient 

with limited-stage small-cell lung cancer whose disease 

has not progressed following platinum-based 

chemoradiation therapy 

6.1.1 Relevant studies 

The ADRIATIC trial is the only study that provides clinical evidence for durvalumab as 

monotherapy for the treatment of adults with LS-SCLC whose disease has not progressed 

following platinum-based CRT. ADRIATIC is an ongoing, multicentre, double-blind, 

randomised, placebo-controlled, phase 3 trial to assess the efficacy and safety of 

durvalumab monotherapy and durvalumab plus tremelimumab compared with placebo 

as consolidation treatment in patients with LS-SCLC whose disease had not progressed 

following definitive CRT with platinum-based therapy (Figure 3). The ADRIATIC trial 

included patients who were 18 years or older with confirmed LS-SCLC, an Eastern 

Cooperative Oncology Group (ECOG) PS of 0 or 1 and who had not progressed after 

receiving CRT with platinum-based therapy plus etoposide.  

This application addresses the durvalumab monotherapy as per the regulatory 

indication, based on the results of the first interim analysis PFS IA/OS IA1, data cut off 

(DCO), 15 January 2024. Analysis of the efficacy of the third arm in ADRIATIC, 

durvalumab + tremelimumab, is ongoing, and the results are expected to be presented 

at upcoming medical conferences. The results of the PFS IA/OS IA1 are presented in this 

application for the full analysis set (FAS)/all randomised patients. The safety analysis set 

included all patients who received at least one dose of study treatment. At the time of 

the PFS IA/OS IA1, all patients had had the opportunity to receive the maximum 24 

months of study treatment.  
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Figure 3 ADRIATIC study design 

 

Footnote: *cCRT and PCI treatment, if received per local standard of care, must have been completed within 1‒
42 days prior to randomisation; †If disease control was achieved and no additional benefit was expected with 
an additional cycle of chemotherapy, in the opinion of the investigator; ‡The first 600 patients were 

randomised in a 1:1:1 ratio to the three treatment arms; subsequent patients were randomised 1:1 to either 
durvalumab or placebo. 

Source: Spiegel et al., poster from the ASCO Annual Meeting 2024 [10].
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6.1.2 Comparability of studies  

As the clinical efficacy and safety for durvalumab as monotherapy for the treatment of 

adults with LS-SCLC whose disease has not progressed following platinum-based CRT, is 

based directly on the head-to-head trial, the following section includes only the patient 

the baseline characteristics from ADRIATIC trial. 

6.1.2.1 Comparability of patients across studies 

The baseline demographic and disease characteristics in ADRIATIC were generally 

balanced between the durvalumab and placebo arms (Table 11). The median age was 

62.0 years, 69.1% of patients were male, most patients were current or former smokers 

(90.8%) and most patients had stage III disease (87.4%). In line with eligibility criteria, all 

patients had a WHO/ECOG PS of 0 (48.7%) or 1 (51.3%) [9]. 

 

With respect to prior CRT, the majority of patients received once-daily radiotherapy 

(72.1%), and the best response to CRT was complete response (CR) in 12.3% of patients 

and partial response (PR) in 73.8% of patients. Prior PCI was received by approximately 

half of patients (53.8%) [9]. 

Overall, the prior therapy received by patients was appropriate curative-intent standard 

of care (SoC) treatment for patients with LS-SCLC and was reflective of regional 

variations in SoC and patient preferences [11]. 
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Source: CSR [11] 

 

6.1.4.2 Overall survival (OS) 

At the time of the PFS IA/OS IA1 (15 January 2024), the median duration of follow-up for 

OS in censored patients was 37.2 months (range 0.1–60.9). Overall OS maturity was 

49.2%, with 115 and 146 deaths reported in the durvalumab and placebo arms, 

respectively [9]. 

Compared with placebo, patients treated with durvalumab had a 27% reduction in the 

risk of death (HR: 0.73; 95% CI: 0.57–0.93; p = 0.01042) [9, 10]. The KM-estimated 

median OS was 55.9 months in the durvalumab arm and 33.4 months in the placebo arm, 

representing an estimated improvement in median OS of 22.5 months. The KM plot 

(Figure 6) showed a separation of the durvalumab and placebo arms after 8 months that 

was sustained thereafter. This was reflected in the landmark estimates of OS that 

favoured patients who received durvalumab over placebo at 24 months (68.0% vs 58.5%) 

and 36 months (56.5% vs 47.6%) [9].  

Similar to PFS, efficacy in terms of OS was consistent irrespective of PD-L1 expression, 

with a HR of 0.60 (95% CI: 0.379, 0.923) observed in the PD-L1 ≥1% subgroup. 

Figure 6 Kaplan–Meier curve for OS in the durvalumab arm compared with placebo 

 

Footnotes: OS was analysed using a stratified log-rank test adjusted for receipt of PCI (yes vs no). The 
significance level for testing OS at this interim analysis was 0.01679 (2-sided) at the overall 4.5% level, allowing 

for strong alpha control across interim and final analysis time points. 

Source: Spigel et al., poster from the ASCO Annual Meeting 2024 [10]  

Formal testing supported the assumption for OS; p=0.91, indicating the plausibility of 

proportional hazards in the stratified Cox analyses [9]. 
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9. Safety 
Safety was analysed in the safety population, which included all patients who received at 

least one dose of study treatment [9]. At the time of the PFS IA/OS IA1, all patients had 

had the opportunity to receive the maximum 24 months of study treatment. Duration of 

exposure to durvalumab and placebo was similar between treatment arms, and the 

majority of patients received less than the maximum 24 months (approximately 104 

weeks and corresponding to a maximum of 26 treatment cycles) of study treatment. The 

median total duration of treatment (DOT) was 40.0 weeks for the durvalumab arm and 

35.9 weeks for the placebo arm. 

9.1 Safety data from the clinical documentation 

Durvalumab demonstrated a tolerable and manageable safety profile in patients with LS-

SCLC who had received prior platinum-based CRT (see Table 19 and Table 20) [11]. 

Most patients in the durvalumab and placebo arms experienced an AE (94.3% vs 88.3%). 

Most AEs were non-serious and Grade 1 or 2 [10].  

 

Numerically more serious AEs (SAEs) were reported in patients receiving durvalumab 

than in patients receiving placebo (29.8% vs 24.2%, respectively). The majority of SAEs in 

both treatment groups were assessed by the investigator as not related to the study 

treatment [9].  

Any AE of any Common Terminology Criteria for Adverse Events (CTCAE) Grade 3 or 4 

was 26.3% vs 25.7%, respectively. AEs assessed by the investigator as being possibly 

related to the study treatment were reported at a higher frequency in the durvalumab 

arm than in the placebo arm (67.2% vs 48.7%, respectively) [11]. The incidence of AEs 

leading to treatment discontinuation was slightly higher in patients receiving durvalumab 

than in patients receiving placebo (16.4% vs 10.6%, respectively) [11].  

AEs leading to treatment discontinuation and assessed by the investigator as being 

possibly related to treatment were reported in 11.5% of patients in the durvalumab arm 

and 5.7% of patients in the placebo arm [9]. 
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10.1.4 Study design and measuring instrument 

The EORTC QLQ-LC13 covers 13 typical symptoms of lung cancer patients and was the 

first module developed in conjunction with the EORTC QLQ questionnaire. These 

questionnaires are well-established instruments that have been previously included in 

cancer clinical studies. The QLQ-LC13 supplement the EORTC QLQ-C30 by a 13-item lung 

cancer-specific questionnaire module. In ADRIATIC the EORTC QLQ-LC13 were planned to 

show the overall influence of the benefits and toxicity of the treatment from a patient’s 

perspective and aid in understanding the benefit - risk evaluation [11].  

The results prespecified in the statistical analysis plan as endpoints of interest was 

EORTC QLQ-LC13 dynspnea, QLQ-LC13 cough, and QLQ-LC13 chest pain.  

10.1.5 Data collection 

The data for EORTC QLQ-LC13, was collected every 4 weeks (±3 days) relative to 

randomization until study termination or PFS2 or death [11]. The change from baseline in 

key symptoms was examined using the MMRM analysis. Symptom improvement rate 

was analysed using a logistic regression model. Time to symptom deterioration were 

analysed using KM estimates, a stratified log-rank tests and Cox proportional hazards 

models.  

Table 32 and Table 33 present pattern of missing data and completion for durvalumab 

and placebo for EORTC QLQ-LC13 [11]. 
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Appendix D. Extrapolation 
N/A 

D.1 Extrapolation of [effect measure 1] 

N/A 

D.1.1 Data input 

N/A 

D.1.2 Model 

N/A 

D.1.3 Proportional hazards 

N/A 

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

N/A 

D.1.5 Evaluation of visual fit  

N/A 

D.1.6 Evaluation of hazard functions 

N/A 

D.1.7 Validation and discussion of extrapolated curves 

N/A 

D.1.8 Adjustment of background mortality 

N/A 

D.1.9 Adjustment for treatment switching/cross-over 

N/A 

D.1.10 Waning effect 

N/A 
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D.1.11 Cure-point 

N/A 

D.2 Extrapolation of [effect measure 2] 

N/A  
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Tabel 70 Prior cCRT and PCI (FAS)  

 

Source: AstraZeneca CSR [11]  
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