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Draft assessment report regarding durvalumab in combination with etoposide and either carboplatin or 
cisplatin indicated for the first-line treatment of adults with extensive-stage small cell lung cancer (ES-
SCLC) 
  
 
AstraZeneca would like to thank you for the assessment of durvalumab in combination with etoposide and either 
carboplatin or cisplatin indicated for first-line treatment of adults with ES-SCLC and appreciate the opportunity to 
comment on the draft report.   
 
Overall, AstraZeneca find the DMC report to be balanced and thorough. However, we just have two comments we 
would like to highlight.   
 
First of all, we would like to remind that the CASPIAN trial remains the only phase III randomized clinical trial with 
robust, pre-specified, and comparator-controlled 3-year overall survival (OS) analysis for ES-SCLC. The updated 
OS analysis of the trial was conducted at 86% data maturity, showing statistically significantly improved OS. 
Durvalumab in combination with etoposide and either carboplatin or cisplatin reduced the risk of death by 29% 
compared to etoposide and either carboplatin or cisplatin alone (HR 0.71 [95% CI 0.60-0.86; nominal p=0.0003]). 
 
Secondly, we have a comment regarding treatment duration and the effect on the ICER. For the efficacy data from 
the CASPIAN trial included in the assessment, a median of 7 doses of durvalumab was administered (range: 1-
52), indicating that the longest treatment duration equates to approximately four years (52 doses). Nevertheless, 
in the draft assessment report from DMC it is mentioned that the duration of treatment for immunotherapies in 
Denmark often is limited to a maximum of two years. Assuming the treatment duration of immunotherapies 
commonly practiced in Denmark this will reduce the overall cost and hence likely improve the ICER. 
 
In conclusion, considering the significant improvements in overall survival observed in CASPIAN trial, we hope 
that durvalumab will be made available as 1st line treatment for patients with ES-SCLC, a particularly aggressive 
cancer form that as of today mainly is treated palliatively.  
 
 
 
Kind regards,   
 
Mette Lange 
Market Access Manager  
AstraZeneca A/S 
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Leverandør AstraZeneca 

Lægemiddel Imfinzi (durvalumab) 

Ansøgt indikation Durvalumab er i kombination med etoposid og enten carboplatin 
eller cisplatin indiceret til førstelinjebehandling af voksne med 
småcellet lungecancer i udvidet sygdomsstadie (ES-SCLC). 

Nyt lægemiddel / indikationsudvidelse  Indikationsudvidelse 

 

Prisinformation 

Amgros har følgende pris på Imfinzi (durvalumab): 

Tabel 1: Forhandlingsresultat 

Lægemiddel Styrke Pakningsstørrelse AIP (DKK) Forhandlet 
SAIP (DKK) 

Rabatprocent ift. 
AIP 

Imfinzi 50 mg/ml 10 ml 17.672,28 XXXXXXXX XXXXX 

Imfinzi 50 mg/ml 2,4 ml 4.278,62 XXXXXXXX XXXXX 
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Aftaleforhold 

Amgros har en aftale på Imfinzi i perioden fra den 01.01.2024 til den 31.12.2025 med mulighed for 

prisregulering i hele aftaleperioden. Imfinzi er en del af samme udbud som Opdivo (nivolumab), Tecentriq 

(atezolizumab), Keytruda (pembrolizumab), Libtayo (cemiplimab) og Bavencio (avelumab).  

Konkurrencesituationen 

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX
XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX 

Tabel 2: Sammenligning af 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 IV hver 3. uge i 4 
cykler. Herefter 1.500 mg 

IV hver 4. uge. 

XXXXXXXX XXXXXXX 

Tecentriq 1.200 
mg 

1 stk. 1.200 mg IV hver 3. uge XXXXXXXXX XXXXXXX 

Status fra andre lande 

Tabel 3: Status fra andre lande 

Land Status Link 

Norge Ikke anbefalet Link til anbefaling 

England Ansøgning trukket tilbage Link til information 

 

Konklusion 

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX
XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX
XXXXXXXXXXXXXXXXXXXXXXXXXX 

https://www.nyemetoder.no/metoder/durvalumab-imfinzi-indikasjon-ii/
https://www.nice.org.uk/guidance/ta662
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SCLC is staged according to the TNM staging system. For treatment decisions SCLC is 
classified as  limited stage (LS) or extensive-stage (ES) disease [7]. LS-SCLC is defined as 
tumor confined to the hemithorax of origin, the mediastinum and supraclavicular lymph 
nodes, which can be encompassed within a tolerable radiation therapy port. Patients 
with SCLC who are not considered to have LS-SCLC have ES-SCLC [8]. 

ES-SCLC corresponds to AJCC stage IV disease, the criterion for which is the presence of 
tumors of any size present in both lungs or in the lungs and another organ, or stage T3–4 
disease [5].   

Frequent symptoms of SCLC include coughing, dyspnoea, fatigue, weight loss and pain [5, 
9], which are common to other conditions e.g., asthma, chest infection or chronic 
obstructive pulmonary disease, and may not be recognized as SCLC. For these reasons 
patients have ES-SCLC at diagnosis [10-16].  

The life expectancy of patients with SCLC is poor, and this is particularly the case for 
patients with ES-SCLC at diagnosis.  A Danish study in SCLC including 6,353 patients 
diagnosed with SCLC between 2006-2015 in the Danish cancer Registry, showed that 
majority, 68.2% had ES-SCLC. The study showed that the survival is poor for the Danish 
patients with ES-SCLC, with many patients dying before completing treatment, death 
within 60 days from diagnosis was shown in 31.1% and median survival was 6.2 months. 
The 5-year survival was only 2% for ES-SCLC [17]. 

Interviews with patients with ES-SCLC revealed that symptoms of SCLC (such as a burning 
sensation, fatigue, cough, discomfort, shortness of breath) and treatment-related side-
effects (such as constipation, diarrhea, fatigue, hair loss, vomiting) had an impact on 
many aspects of their life, including daily activities, emotional functioning, physical 
functioning and social functioning/relationships, as well as having cognitive, financial and 
school/work-related effects. The most frequently reported impact of ES-SCLC was 
reduced physical exertion (n = 11, 64.7%) [18].  

Various studies have compared HRQoL for patients with lung cancer, including patients 
with SCLC, with that of the general population. A US study including 841 patients with 
SCLC reported HRQoL using the 36-item Short-Form Health Survey (SF-36). The mean 
Physical Component Summary (PCS) score was 39.0 and the mean Mental Component 
Summary (MCS) score was 51.1, whereas the assumed mean PCS or MCS score was 50 
for the general population [19]. Another study has reported a mean EORTC QLQ-C30 
global health status (GHS) score of 38.3 for patients with ES-SCLC [20], which was 
substantially lower than the normative value used as reference (67.1) [21]. Additionally, 
patients included in the CASPIAN and IMpower133 (double-blind, placebo-controlled, 
phase 3 trial to evaluate atezolizumab plus carboplatin and etoposide in patients with 
extensive-stage small-cell lung cancer who had not previously received treatment) trials 
had baseline GHS scores of 54–56 [22], and 52–54 [23], respectively. Two further studies 
have reported mean 5-dimension EuroQol questionnaire (EQ-5D) scores of 0.52 [24] and 
0.74 [25], compared with a UK population norm of 0.78 for 65–74 year olds [26].  

Finally, there is evidence that patients with ES disease have lower HRQoL than those with 
LS disease. A systematic review that identified 27 studies reporting on HRQoL in patients 
with SCLC found that the impact on HRQoL across SCLC stages appeared greatest in 
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patients with ES-SCLC who were treatment naïve, and lower in those who responded to 
treatment (either LS or ES). Effects were greatest on physical functioning and activities of 
daily living [27].  

3.2 Patient population 
The relevant population for the assessment is adult patients with ES-SCLC (PS 0-1) who 
have not been treated.  

According to the Danish Lung Cancer Registry, in 2022, there were 5,065 patients 
diagnosed with lung cancer in Denmark [28]. Of these, 608 (12.0%) patients were 
diagnosed with SCLC [29]. However, according to the Danish expert, not all these 
patients would be treated i.e., due to being too ill [30]. The clinical expert estimated that 
approximately 500 patients with SCLC are treated yearly in Denmark [30].    

As described in section 3.1, due to the rapid growth and early metastases of SCLC 
tumors, it is estimated that approximately two in three patients at diagnosis have 
extensive-stage (ES) disease [13, 14, 16, 31]. Furthermore, in the application of 
Tecentriq® (atezolizumab) to the DMC, it was estimated that 49% of ES-SCLC patients 
have a performance status of 0 or 1 [29]. This results in approximately 160 patients being 
eligible for treatment with Imfinzi® yearly in Denmark (Figure 1). 

Figure 1. Relevant population for the assessment in Denmark 

 

The estimated incidence for the Danish population is described in Table 1. A constant 
incidence in the last five years was assumed. Table 2 includes the expected number of 
patients eligible for treatment yearly with Imfinzi® in Denmark. The number of incident 
patients each year were assumed to be the patients eligible for treatment with Imfinzi® 
yearly.         
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Younger patients in good general condition, with response to palliative chemotherapy, 
and without cognitive problems can be given prophylactic cranial irradiation (PCI) 25 
Gray (Gy) in 10 fractions [32].  

In case of a radiological response to chemotherapy, patients in good general condition 
(PS 0-2) with thoracic residual disease can be given consolidating thoracic radiotherapy 
(30 Gy in 10 fractions) [32]. 

Patients who relapse more than 3-6 months after the first-line treatment can be 
retreated with the combination of carboplatin/cisplatin and etoposide in the same doses 
as in first-line treatment. In case of progression less than 3 months after the first-line 
treatment, patients can be treated with topotecan or cyclophosphamide, doxorubicin, 
and vincristine (CAV) [32]. 

Figure 2 illustrates the current treatment algorithm, which was validated by the Danish 
expert [30]. 

Figure 2. Treatment algorithm for ES-SCLC in Denmark  

 

3.4 The intervention 
Imfinzi® (durvalumab) is a fully human, immunoglobulin G1 kappa (IgG1κ) monoclonal 
antibody that selectively blocks the interaction of PD-L1 with PD-1 and CD80 [34]. 

Expression of programmed cell death ligand-1 (PD-L1) protein is an adaptive immune 
response that helps tumours evade detection and elimination by the immune system. 
PD-L1 can be induced by inflammatory signals (e.g., IFN-gamma) and can be expressed 
on both tumour cells and tumour-associated immune cells in tumour micro-
environment. PD-L1 blocks T-cell function and activation through interaction with PD-1 
and CD80. By binding to its receptors, PD-L1 reduces cytotoxic T-cell activity, 
proliferation and cytokine production [34]. 

Therefore, selective blockade of PD-L1/PD-1 and PD-L1/CD80 interactions enhances anti-
tumour immune responses and increases T-cell activation [34]. 

Imfinzi® has been approved by the EMA for the treatment of several diseases including 
hepatocellular carcinoma, biliary tract cancer and non-small cell lung cancer (NSCLC). 
However, the relevant and approved indication for this assessment is [35]: 











 

 

27 

Durvalumab_SCLC_updated application_AstraZeneca_28062024 

Dosing 

The recommended dose 
of carboplatin for 
previously untreated adult 
patients with normal renal 
function (creatinine 
clearance > 60 ml/min) is 
400 mg/m². Alternatively, 
the dose can be calculated 
according to Calvert's 
formula below: 

Dose (mg) = target AUC 
(mg/ml x min) x [GFR 
ml/min + 25]. 

Treatment should not be 
repeated until 4 weeks 
after the previous course 
of carboplatin and/or 
before the neutrophil 
count is at least 2000 
cells/mm³ and the platelet 
count is at least 100,000 
cells/mm³. 

The initial dose should be 
reduced by 20-25% in 
patients with risk factors 
such as previous bone 
marrow suppressive 
treatment and/or poor 
treatment outcome 
(ECOG-Zubrod 2-4 or 
Karnofsky below 80). 

The optimal use of 
carboplatin in 
combination with other 
myelosuppressive agents 
necessitates dose 
adjustments according to 
regimen and schedule. 

In patients over 65 years 
of age, adjustment of the 
dose of carboplatin 
according to the patient's 
general condition is 
necessary during the first 
and subsequent courses 
of treatment. 

If cisplatin is used in 
combination therapy, a 
typical dose is 20 mg/m² or 
more once every 3 to 4 
weeks. 

In patients with renal 
impairment or bone 
marrow depression, the 
dose should be reduced 
appropriately. 

The usual dose for 
adult patients is 50 
to 100 mg/m2 /day 
on days 1 to 5 or 
100 to 120 mg/m2 
/day on days 1, 3 
and 5 every 3 to 4 
weeks. 

Dosage should be 
modified to take 
into account the 
myelosuppressive 
effects of other 
drugs in the 
combination 
therapy, or the 
effect of previous 
radiation therapy 
or chemotherapy, 
which may have 
compromised bone 
marrow reserves. 
The dose following 
the initial dose 
should be adjusted 
if the neutrophil 
count is below 500 
cells/mm3 for 
more than 5 days. 
Furthermore, the 
dose must be 
adjusted in case of 
fever, infections or 
a platelet count 
below 25,000 
cells/mm3, which is 
not caused by the 
disease. Follow-up 
doses should be 
adjusted if grade 3 
or 4 toxicities occur 
or if renal 
creatinine 
clearance is less 
than 50 ml/min. At 
a reduced 
creatinine 
clearance of 15-50 
ml/min, a dose 
reduction of 25% is 
recommended. 

It is not necessary 
to adjust the dose 













 

 

33 

Durvalumab_SCLC_updated application_AstraZeneca_28062024 

4. Health economic analysis 
A cost-utility analysis was performed for this submission. 

4.1 Model structure 
The model structure is a three-state area under the curve (AUC) model, also known as a 
partitioned survival model (PartSA). The three health states considered in the model are 
distinct and mutually exclusive:  

• Progression-free survival (PFS) 
• Post-progression survival (PPS) 
• Death 

 

All patients start in the PFS state. Then, they can move to the PPS state and then to the 
death state or directly from the PFS state to the death state. Patients do not return to 
the PFS state once they have progressed. OS and PFS curves are used in the model to 
derive the percentage of patients in each health state. 

As shown in Figure 3, the model estimates the proportion of a cohort in each state based 
upon survival curves, with separate survival functions for OS and PFS. 

Figure 3. Model structure 

 

 

As some treatments are recommended for use until disease progression and some 
patients discontinue treatment prior to progression, the model accounts for on versus 
off treatment. Some patients may also continue treatment post-progression. In order to 
accurately capture treatment-related costs, treatment discontinuation was modelled 
using a time to treatment discontinuation (TTD) curve derived from the CASPIAN pivotal 
trial [38]. 

The modelling approach is flexible and adequately quantifies the primary objectives of 
treating individuals with ES SCLC. Moreover, it directly uses trial-based time-to-event 
endpoints from the CASPIAN study [36-38]. 
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6. Efficacy  

6.1 Efficacy of durvalumab in combination with etoposide and 
platinum-based chemotherapy compared to etoposide in 
combination with platinum-based chemotherapy for the first-
line treatment of patients with extensive stage small-cell lung 
cancer 

6.1.1 Relevant studies 

The key clinical trial for efficacy and safety of durvalumab in combination with etoposide and 
platinum-based chemotherapy for the first-line treatment of patients with extensive stage small-
cell lung cancer is the pivotal study CASPIAN [22, 36, 38, 45] [37]. CASPIAN (NCT03043872) is a 
phase 3, randomized, open-label, multicenter study examining the efficacy and safety of 
durvalumab with or without tremelimumab plus etoposide with either carboplatin or cisplatin 
(EP) versus EP alone as first-line treatment in adult patients with ES-SCLC. 

The trial design is summarized in Figure 4 and Table 9. The patient disposition is presented in 
Figure 5. The data-cuts from CASPIAN are shown in Table 8.  

Figure 4. CASPIAN study design 

    
 *EP consists of etoposide 80–100 mg/m2 with either carboplatin AUC 5–6 or cisplatin 75–80 mg/m2.  

†Patients could receive an additional 2 cycles of EP (up to 6 cycles total) and PCI at the investigator’s discretion (in 
CASPIAN, PCI was allowed only in the EP arm).  

‡Patients received an additional dose of tremelimumab post-EP.  

Source: Paz-Ares et al., 2019 [45] 
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Figure 5. Patient disposition in CASPIAN 

 
Patient disposition is based on the global cohort. aPatients giving informed consent. Any re-screened patients are counted 
once. bPercentages are calculated from number of patients who received treatment.  cPatients who completed EP have 
"Maximum cycle of chemotherapy reached" reported for any EP molecule on the eCRF.  dA patient is considered as having 
discontinued EP combination when all molecules are discontinued. If different reasons for discontinuation are collected, 
the last discontinuation reason by date is selected. ePercentages are calculated from number of patients who were 
randomized. fObtained from public records or survival follow-up. gPatients ongoing study consist of those randomized 
patients still receiving treatment, those randomized patients who have completed treatment and are in safety follow-up 
or those randomized patients who are still in survival follow-up regardless of whether they were administered treatment 
or not [51]. Source: Paz-Ares et al., 2019 [45] (1-year interim analysis). 
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discontinued the study in each arm and the reason for discontinuation are shown in 
Figure 5.  

A summary of the key efficacy findings in CASPIAN is presented below.  

6.1.4.1 Primary outcome – Overall Survival (OS) 

At the 2-year final CASPIAN analysis (DCO 27 January 2020 - median follow up of 25.20 
months for durvalumab plus EP and 23.24 months for EP alone in censored patients), the 
median OS for durvalumab plus EP was 12.9 months versus 10.5 months for EP (HR, 0.75 
(95% CI: 0.62, 0.91), p = 0.0032 (Figure 6) [38]. Furthermore, the OS benefit of 
durvalumab plus EP versus EP alone was evident in the subgroups of patients with or 
without brain metastasis at baseline; Durvalumab plus EP (versus EP alone) prolonged OS 
(hazard ratio, 95% confidence interval) in patients with (0.79, 0.44–1.41) or without 
(0.76, 0.62–0.92) brain metastases [52]. 

The results were consistent at the 3-years long-term follow-up (LTFU, DCO 22 March 
2021 - median follow-up of 39.33 months for durvalumab plus EP and 37.98 months for 
EP). At this data cut, durvalumab plus EP significantly improved OS, reducing the risk of 
death by 29% compared with EP alone (HR, 0.71 [95% CI: 0.60, 0.86], p = 0.0003; Figure 
6) [36, 37]. 

Durvalumab plus EP demonstrated a statistically significant and sustained improvement 
in OS versus EP alone at 12 (52.8% vs 39.3% patients alive, respectively), 24 (22.2% vs 
14.4% patients alive, respectively) and 36 months (17.6% vs 5.8% patients alive, 
respectively) (Figure 6) [36-38]. Furthermore, the OS benefit of durvalumab plus EP 
versus EP alone was evident in all pre-specified subgroups considered (Figure 7) [36, 37].  

Figure 6. Overall survival in CASPIAN; 2-year final analysis (DCO 27 January 2020, left) and 3-year 
LTFU analysis (DCO 22 March 2021, right) 

 

Source: Paz-Ares et al., 2020 [38], CASPIAN 3-year LTFU CSR 2021 [36], Paz-Ares et al., 2022 [37]. 
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Figure 7. Subgroup analysis of overall survival for CASPIAN; 3-year follow-up analysis (DCO 22 
March 2021) 

 

Source: CASPIAN 3-year LTFU CSR 2021 [36]; Paz-Ares et al., 2022 [37]. 

6.1.4.2 Secondary outcome – Progression-free survival (PFS) (final analysis, DCO 27 

January 2020) 

PFS could not be tested for statistical significance within the multiple-testing procedure 
of the trial. Nonetheless, durvalumab plus EP provided a clinically meaningful 
prolongation of PFS compared with EP alone. The KM plots for the two treatment groups 
are similar over the first 6 months, possibly reflecting the fact that over half (56.8%) of 
patients in the EP alone arm received 6 cycles of EP while patients in the durvalumab 
plus EP arm could only receive up to 4 cycles [45]. However, beyond 6 months, the 
survival curves separate showing an advantage for the durvalumab plus EP group, 
resulting in a 20% reduction in the risk of disease progression or death (HR, 0.80 [95% CI: 
0.67, 0.96], p = 0.0157; Figure 8). 

In the interim data cut at 12 months (11 March 2019), 17.9% of patients in the 
durvalumab plus EP arm remained progression-free, compared with 5.3% in the EP alone 
arm. At the final analysis (24 months, DCO 27 January 2020) this was 11.0% versus 2.9%, 
respectively [38]. The 36-month follow-up did not include additional PFS analyses. 
Nonetheless, 10.1% of patients were still on treatment with durvalumab at the time of 
data cut-off. 

According to the subgroup analyses, PFS was consistently improved in the durvalumab 
plus EP arm compared with the EP alone arm e.g., PFS was prolonged with durvalumab 
plus EP, versus EP, in patients with (HR = 0.73, 95% CI: 0.42-1.29) or without (HR = 0.80, 
95% CI: 0.66-0.97) brain metastases at baseline [52].    
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Figure 8. Progression-free survival in CASPIAN; final analysis (DCO 27 January 2020) 

 

*Investigator assessed per RECIST v1.1.Source: Paz-Ares et al., 2020 [38] (2-year final analysis). 

6.1.4.3 Secondary outcomes – Objective response rate (ORR) and duration of 

response (DoR) (final analysis, DCO 27 January 2020) 

At the 2-year data cut, durvalumab plus EP was associated with an increase in confirmed 
and unconfirmed ORR of approximately 10% compared to EP alone (confirmed ORR, 68% 
vs 58%; OR, 1.53 [95% CI: 1.08, 2.19], p = 0.0173; Figure 9) [38, 51].  

The median DoR was 5.1 months in both treatment arms. However, a difference in the 
proportion of patients in response in the two treatment arms can be observed after the 
first 6 months from the confirmed objective response. At 12 months, 23.2% of the 
durvalumab plus EP group remained in confirmed response, compared with 7.3% in the 
EP alone group. At 24 months, the proportions were 13.5% and 3.9%, respectively 
(Figure 9).  

For the LTFU 3-year data cut, ORR and DoR were not updated. 

Figure 9. a) Confirmed objective response rate and b) duration of response in CASPIAN; final 
analysis (DCO 27 January 2020) 

 
*Investigator assessed per RECIST v1.1. 

Source: Paz-Ares et al., 2020 [38] (2-year final analysis). 

6.1.5 Efficacy – results per [study 2] 

NA 
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10.1.6 HRQoL results EQ-5D-VAS 

Mean change from baseline data from Table 27 is shown in Figure 13. 

  

 
Durva, Durvalumab; EP, Etoposide + platinum-based chemotherapy.  

 

 

 
  

 

10.2 Health state utility values (HSUVs) used in the health 
economic model 

10.2.1 HSUV calculation 

The statistical relationship between EQ-5D-5L health state utility and treatment, and 
health status was assessed using regression analysis. To account for the repeated 
measurements in the study, a mixed model for repeated measures (MMRM) method was 
used to model EQ-5D-5L health state utilities [57]. The MMRM analysis was performed 
on a dataset excluding any observations recorded after the time of censoring for 
progression. Due to censoring, the EQ-5D-5L observations obtained during this period 
have an unknown/missing health status and therefore, must be omitted from the 
analysis. 

The MMRM analysis was performed using the restricted maximum likelihood method 
(REML) with the following covariates included as fixed effects: 

• (Randomised) Treatment 

• Progression status (pre-progression, post-progression) 
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Durations of subsequent therapies are based on reported means from the CASPIAN trial 
(calculated using an exponential assumption based on the median time on treatment).  
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Age-
adjustment 

Yes No 
 931,340   0.81   1,147,782  

Vial Sharing 
Assumptions 

No Vial 
Sharing 

Total Vial 
Sharing 

 910,553   0.78   1,161,888  

AE duration 

Based on 
different 
sources and 
assumptions 
(see Table 
30) 

30 days 

 931,340   0.78   1,186,869  

 

12.2.2 Probabilistic sensitivity analyses 

The results of the PSA are presented graphically in Figure 15 and Figure 16. The 
incremental-cost effectiveness scatterplot presents the variation in incremental costs 
and incremental QALYs over 1,000 replications of Imfinzi® + EP vs. EP. The curves 
indicate that Imfinzi® + EP has a 50% probability of being cost-effective at a willingness-
to-pay of approximately DKK 1,195,000. 

Figure 15. Cost-effectiveness plane 
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Appendix D. Extrapolation  
Survival analyses were used to estimate parametric survival models for PFS, OS and TTD. The proportional 
hazard (PH) assumption was evaluated for the health economic model for both OS and PFS (not relevant for 
TTD, as the Kaplan-Meier curve was complete for the chemotherapy arm and treatment during PFS was 
assumed). Visual inspection of loglog plots (log cumulative hazard versus log time) were used to assess the 
PH assumption. The curves showed non-parallel or crossing lines indicating a violation of the PH assumption. 

D.1  Extrapolation of progression-free survival 
The choice of distribution for the extrapolation of PFS does not impact the results of the analysis as data 
was mature. All fitted models predicted reasonably similar extrapolations for the PFS curve. 

D.1.1 Data input 

The Kaplan-Meier curves assessed by investigator for the durvalumab plus EP and EP treatment arms are 
presented in Figure 17. At the final analysis (24 months, 27 January 2020), 11.0% of patients in the Imfinzi® 
plus EP group remained free of progression, compared with 2.9% in the control group. The 36-month 
follow-up did not include additional PFS analyses, although 10.1% of patients were still on treatment with 
durvalumab at the time of data cut-off. The median PFS in the population receiving durvalumab plus EP 
was 5.1 months (95% CI: 4.7-6.2), compared to 5.4 months (95% CI: 4.8-6.2) in the EP group. 

Figure 17. Kaplan-Meier curve for progression-free survival in CASPIAN (DCO 27 January 2020) 

 

*Investigator assessed per RECIST v1.1. 

CI, confidence interval; D, durvalumab; DCO, data cut off; EP, etoposide plus platinum-based chemotherapy; HR, 
hazard ratio; (m)PFS, (median) progression-free survival 

Source: [38]. 

 

Althought the PFS data from the CASPIAN trial were mature (>87% of events observed), it still was required 
extrapolation to estimate the unrestricted mean differnece in PFS between the two arms needed for 
health economic analysis. Considering that the treatment effect of Imfinzi® is unlikely to be constant over 
the entire time horizon of the analysis, the base case analysis did not assume a hazard ratio and only 
independent model fits were considered. 
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D.1.2 Model 

There were 16 models fitted to the individual subject data in CASPIAN: 

• Standard parametric models: Exponential, Weibull, Gompertz, Lognormal, Loglogistic, Generalised 
gamma, Gamma. 

• Flexible parametric models: Spline Hazard (1 knot), Spline Hazard (2 knots), Spline Hazard (3 
knots), Spline Odds (1 knot), Spline Odds (2 knots), Spline Odds (3 knots), Spline Normal (1 knot), 
Spline Normal (2 knots) and Spline Normal (3 knots). 
 

The presented KM curve (Figure 17) show evidence of time-varying hazards during the trial period. As 
suggested by Palmer et al. 2023, when there is evidence of time-varying hazards, spline models should 
routinely be tested [64]. Furthermore, spline odds and spline normal models frequently give more accurate 
predictions of 10- year survival than standard parametric models [64]. For this reason, flexible parametric 
models (e.g. spline models) were also fitted in addition to the standard parametric models. 

D.1.3 Proportional hazards 

Visual inspection of loglog plot (log cumulative hazard versus log time) was used to assess the PH assumption 
(Figure 18). The curve showed non-parallel or crossing lines indicating a violation of the PH assumption. As 
a result, individual models were fitted to each treatment arm. 

 

Figure 18. Cumulative logarithmic risk curves of the PFS for Durvalumab + Etoposide + Platinum agent and Etoposide 
+ Platinum agent (CASPIAN trial) 

 
EP = Etoposide + Platinum agent 
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D.1.8 Adjustment of background mortality 

The general mortality for the Danish population was used – the risk of progression or death was not 
allowed to be lower than the risk of death for the general population.  

D.1.9 Adjustment for treatment switching/cross-over 

Not applicable. 

D.1.10 Waning effect 

Not applicable. The treatment effect diminish with time since the hazards of the selected survival models 
converge with time. 

D.1.11 Cure-point 

Not applicable. 

D.2 Extrapolation of overall survival 

D.2.1 Data input 

The Kaplan-Meier curves for the durvalumab plus EP and EP treatment arms are presented in Figure 22.  

At 3-year long-term follow-up (LTFU, DCO 22 March 2021), with a median follow-up 39.33 months for 
durvalumab plus EP and 37.98 months for EP), the addition of durvalumab to EP significantly improved OS, 
reducing the risk of death by 29% compared with EP alone (HR, 0.71 [95% CI: 0.60, 0.86], p = 0.0003). 
Based on the KM estimates, 17.6% and 5.8% of patients were alive at the end of 3 years in the durvalumab 
plus EP and EP treatments arms, respectively. The median OS in the population receiving durvalumab plus 
EP was 12.9 months, compared to 10.5 months in the EP group (HR, 0.75 (95% CI: 0.62, 0.91), p = 0.0032). 
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Figure 22. Overall survival in CASPIAN; 2-year final analysis (DCO 27 January 2020, left) and 3-year LTFU analysis 
(DCO 22 March 2021, right) 

 

CI, confidence interval; DCO, data cut off; EP, etoposide + platinum-based chemotherapy; HR, hazard ratio; LTFU, long-term follow up; 
mo, months;  (m)OS, (median) overall survival 

Source: [36, 37]. 

 

D.2.2 Model 

There were 16 models fitted to the individual subject data in CASPIAN: 

• Standard parametric models: Exponential, Weibull, Gompertz, Lognormal, Loglogistic, Generalised 
gamma, Gamma. 

• Flexible parametric models: Spline Hazard (1 knot), Spline Hazard (2 knots), Spline Hazard (3 
knots), Spline Odds (1 knot), Spline Odds (2 knots), Spline Odds (3 knots), Spline Normal (1 knot), 
Spline Normal (2 knots) and Spline Normal (3 knots). 

 

The presented KM curve (Figure 22) show evidence of time-varying hazards. For this reason, flexible 
parametric models (e.g. spline models) were also fitted [64]. 

 

D.2.3 Proportional hazards 

Visual inspection of loglog plot (log cumulative hazard versus log time) was used to assess the PH assumption 
(Figure 23). The curve showed non-parallel or crossing lines indicating a violation of the PH assumption. As 
a result, individual models were fitted to each treatment arm. 
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Figure 23. Log-cumulative hazard plot of Durvalumab + Etoposide + Platinum agent and Etoposide + Platinum agent 
(CASPIAN trial) 

 

 

D.2.4 Evaluation of statistical fit (AIC and BIC) 

The distributions fitted to OS (previously described) with the corresponding goodness-of-fit statistics (AIC 
and BIC) are presented in Table 54. The goodness-of-fit statistics are presented using ∆AICmin, calculated as 
∆AICmin= AICchosen distribution - AICdistribution with lowest AIC. The same calculation was applied to BIC. A ∆AICmin <10 for 
any arm of the trial means the distribution is supported by fit statistics. 

Under the assumption that the distribution of event times should not be different between the two arms 
(in line with recommendations from NICE), the total ∆AICmin over both arms is used to guide the selection 
of the most suitable distribution. Furthermore, the more mature EP arm should guide the selection of 
distribution. 

As shown in Table 54, and similarly to PFS, spline models had the best fits to the OS data (highlighted in 
bold). 
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D.2.6 Evaluation of hazard functions 

Considering the development of hazard with time (Figure 32 - Figure 45) for the different survival 
distributions - it is expected increasing hazards of death in the short term followed by decreasing hazards 
over the long term (in line with clinical expectations) of higher risk at diagnosis and converging hazards 
with time.  

Hence, the fitted exponential, Weibull, and Gompertz distributions were considered clinically implausible, 
as these distributions did not predict the expected development of the hazard over time. All remaining 
distributions projected hazard shapes that were clinically plausible, however it was difficult to select the 
most appropriate model based on the evaluation of the hazard function. 

Given the low clinical plausibility of the survival models with worse statistical fit, the spline models were 
considered the models with the best fit. 
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Figure 32. Hazard of Death (OS) over time with exponential extrapolation 

 

 

Figure 33: Hazard of Death (OS) over time with Weibull extrapolation 
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Figure 34. Hazard of Death (OS) over time with Gompertz extrapolation 

 

 

Figure 35. Hazard of Death (OS) over time with lognormal extrapolation 
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Figure 36. Hazard of Death (OS) over time with log-logistic extrapolation 

 

 

Figure 37. Hazard of Death (OS) over time with generalized gamma extrapolation 
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Figure 38. Hazard of Death (OS) over time with gamma extrapolation 

 

 

Figure 39. Hazard of Death (OS) over time with Spline hazard 1 knot extrapolation 
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Figure 40. Hazard of Death (OS) over time with Spline hazard 2 knots extrapolation 

 

 

Figure 41. Hazard of Death (OS) over time with Spline hazard 3 knots extrapolation 
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Figure 42. Hazard of Death (OS) over time with Spline odds 1 knot extrapolation 

 

 

Figure 43. Hazard of Death (OS) over time with Spline odds 2 knots extrapolation 
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Figure 44. Hazard of Death (OS) over time with Spline odds 3 knots extrapolation 

 

 

Figure 45. Hazard of Death (OS) over time with Spline normal 2 knots extrapolation 

 

D.2.7 Validation and discussion of extrapolated curves 

Landmark survival rates for the different survival models for EP are given in Table 55 and compared to the 
Kaplan-Meier estimates as well as real world data (Flatiron [from the assessment of atezolizumab [53]] and 
SEER [54]). Standard survival models appear to overestimate the survival at earlier landmarks compared to 
what is observed in CASPIAN and the real-world data. This is also true for spline models with only one knot 
– i.e., these may not be flexible enough to capture the changes in the hazard. 

It should be noted that the Flatiron data is restricted to PS 0-1 but data from SEER is not. SEER also represents 
relative survival and not overall survival. Further, it is reported that there were very few patients left at 5-
years in the Flatiron data, making this estimate uncertain.  
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Spline models with 2-3 knots estimate similar survival rates but only the odds model predicts residual survival 
at 10 years, as reported in SEER.  
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The corresponding landmark survival rates for the Imfinzi® arm are presented in Table 56.  
Considering statistical fit, visual comparison and clinical plausibility the spline odds 2 or 3 
knots are candidates for the base case. A discussion with a Danish clinical expert with 
experience in treating ES-SCLC patients in Denmark, allowed to select the spline odds 2 
knots distribution as the best fit for both arms (OS data) [30]. This was because, according 
to the Danish clinical expert, this distribution was the one that predicted the the most 
plausible survival rates at the landmarks of 1 year, 5 years, 10 years, 20 years and 30 years. 

Hence, the spline odds 2 knots distribution was selected for the extrapolation of OS data 
in the base case analysis, as it gives the best combination of both statistical fit, clinical 
plausibility, and has been validated by a Danish clinical expert. The spline hazard 3 knots 
and spline hazard 1 knot distributions were tested in scenario analyses. 

D.2.8 Adjustment of background mortality 

The general mortality for the Danish population was used. 

D.2.9 Adjustment for treatment switching/cross-over 

Not applicable. 

D.2.10 Waning effect 

Not applicable. 

D.2.11 Cure-point 

Not applicable. 

D.3 Extrapolation of time to treatment discontinuation 

D.3.1 Data input 

A Danish clinical expert considered ES-SCLC patients would commonly only be treated until 
progression [30]. Hence, in the base case analysis, TTD was set to equal to PFS. See 
Appendix D.1 on the extrapolation for PFS. 

D.3.2 Model 

See Appendix D.1 on the extrapolation for PFS. 

D.3.3 Proportional hazards 

See Appendix D.1 on the extrapolation for PFS. 

D.3.4 Evaluation of statistical fit (AIC and BIC) 

See Appendix D.1 on the extrapolation for PFS. 
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D.3.5 Evaluation of visual fit  

See Appendix D.1 on the extrapolation for PFS. 

D.3.6 Evaluation of hazard functions 

See Appendix D.1 on the extrapolation for PFS. 

D.3.7 Validation and discussion of extrapolated curves 

 See Appendix D.1 on the extrapolation for PFS. 

D.3.8 Adjustment of background mortality 

See Appendix D.1 on the extrapolation for PFS. 

D.3.9 Adjustment for treatment switching/cross-over 

See Appendix D.1 on the extrapolation for PFS. 

D.3.10 Waning effect 

See Appendix D.1 on the extrapolation for PFS. 

D.3.11 Cure-point 

See Appendix D.1 on the extrapolation for PFS. 
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Durvalumab PFS: 
Gamma4 

0.109 -1.51 1.73 

Chemotherapy 
PFS: Gamma0 

-2.918 -3.55 -2.29 

Multivariate 
Normal 

Chemotherapy 
PFS: Gamma1 

1.927 0.79 3.06 

Chemotherapy 
PFS: Gamma2 

1.772 0.82 2.72 

Chemotherapy 
PFS: Gamma3 

-6.605 -9.01 -4.20 

Chemotherapy 
PFS: Gamma4 

5.431 3.80 7.06 

Durvalumab TTD: 
Gamma0 

-3.424 -3.89 -2.96 

Multivariate 
Normal 

Durvalumab TTD: 
Gamma1 

0.457 0.23 0.68 

Durvalumab TTD: 
Gamma2 

-0.995 -1.20 -0.79 

Durvalumab TTD: 
Gamma3 

1.226 0.97 1.48 

Chemotherapy 
TTD: Gamma0 

-3.145 -3.78 -2.51 

Multivariate 
Normal 

Chemotherapy 
TTD: Gamma1 

0.498 0.22 0.78 

Chemotherapy 
TTD: Gamma2 

10.126 7.85 12.40 

Chemotherapy 
TTD: Gamma3 

-18.983 -23.11 -14.86 

Subsequent 
Treatments: D+EP 

-0.082 -0.33 0.17 

Multivariate 
Normal 

Subsequent 
Treatments: 3rd+ 
Line 

0.283 0.00 0.57 

Subsequent 
Treatments: 

0.245 -0.37 0.86 
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Chemotherapy 
Regimens 

Subsequent 
Treatments: Single 
Agent Chemo 

0.356 -0.25 0.96 

Subsequent 
Treatments: Scale 

-1.170 -1.79 -0.55 

Subsequent 
Treatments: Shape 

-0.235 -0.34 -0.13 

Durvalumab Mono 
AE: Anaemia 

7.9% 0.05 0.11 Beta 

Durvalumab Mono 
AE: Diarrhoea 
(Grade 2) 

1.9% 0.01 0.04 Beta 

Durvalumab Mono 
AE: Diarrhoea 
(Grade 3+) 

0.8% 0.00 0.02 Beta 

Durvalumab Mono 
AE: Febrile 
Neutropenia 

4.9% 0.03 0.08 Beta 

Durvalumab Mono 
AE: Leukopenia 

5.7% 0.03 0.09 Beta 

Durvalumab Mono 
AE: Lipase 
Increased 

3.0% 0.01 0.05 Beta 

Durvalumab Mono 
AE: 
Nausea/Vomiting 

0.0% 0.00 0.00 Beta 

Durvalumab Mono 
AE: Neutropenia 

23.0% 0.18 0.28 Beta 

Durvalumab Mono 
AE: Neutrophil 
Count Decrease 

6.0% 0.03 0.09 Beta 

Durvalumab Mono 
AE: Platelet Count 
Decrease 

1.5% 0.00 0.03 Beta 

Durvalumab Mono 
AE: Pneumonia 

0.8% 0.00 0.02 Beta 
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Durvalumab Mono 
AE: 
Thrombocytopenia 

5.3% 0.03 0.08 Beta 

Durvalumab Mono 
AE: WBC Count 
Decrease 

1.5% 0.00 0.03 Beta 

Durvalumab Mono 
AE: Placeholder1 

0.0% 0.00 0.00 Beta 

Durvalumab Mono 
AE: Placeholder2 

0.0% 0.00 0.00 Beta 

Durvalumab Mono 
AE: Placeholder3 

0.0% 0.00 0.00 Beta 

Durvalumab Mono 
AE: Placeholder4 

0.0% 0.00 0.00 Beta 

Durvalumab Mono 
AE: Placeholder5 

0.0% 0.00 0.00 Beta 

Durvalumab Mono 
AE: Placeholder6 

0.0% 0.00 0.00 Beta 

Durvalumab Mono 
AE: Placeholder7 

0.0% 0.00 0.00 Beta 

Durvalumab Mono 
AE: Hepatitis 

0.0% 0.00 0.00 Beta 

Durvalumab Mono 
AE: 
Hyperthyroidism 

0.0% 0.00 0.00 Beta 

Durvalumab Mono 
AE: 
Hypothyroidism 

0.0% 0.00 0.00 Beta 

Durvalumab Mono 
AE: Infusion 
Reaction 

0.0% 0.00 0.00 Beta 

Durvalumab Mono 
AE: Pneumonitis 

0.0% 0.00 0.00 Beta 

Durvalumab Mono 
AE: Rash 

0.0% 0.00 0.00 Beta 
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Etoposide + 
Platinum AE: 
Anaemia 

14.3% 0.10 0.19 Beta 

Etoposide + 
Platinum AE: 
Diarrhoea (Grade 
2) 

1.9% 0.01 0.04 Beta 

Etoposide + 
Platinum AE: 
Diarrhoea (Grade 
3+) 

0.8% 0.00 0.02 Beta 

Etoposide + 
Platinum AE: 
Febrile 
Neutropenia 

6.4% 0.04 0.10 Beta 

Etoposide + 
Platinum AE: 
Leukopenia 

5.3% 0.03 0.08 Beta 

Etoposide + 
Platinum AE: 
Lipase Increased 

0.4% 0.00 0.01 Beta 

Etoposide + 
Platinum AE: 
Nausea/Vomiting 

2.6% 0.01 0.05 Beta 

Etoposide + 
Platinum AE: 
Neutropenia 

32.3% 0.27 0.38 Beta 

Etoposide + 
Platinum AE: 
Neutrophil Count 
Decrease 

6.4% 0.04 0.10 Beta 

Etoposide + 
Platinum AE: 
Platelet Count 
Decrease 

2.3% 0.01 0.04 Beta 

Etoposide + 
Platinum AE: 
Pneumonia 

0.4% 0.00 0.01 Beta 

Etoposide + 
Platinum AE: 
Thrombocytopenia 

9.0% 0.06 0.13 Beta 
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Etoposide + 
Platinum AE: WBC 
Count Decrease 

2.3% 0.01 0.04 Beta 

Etoposide + 
Platinum AE: 
Placeholder1 

  0.00 0.00 Beta 

Etoposide + 
Platinum AE: 
Placeholder2 

  0.00 0.00 Beta 

Etoposide + 
Platinum AE: 
Placeholder3 

  0.00 0.00 Beta 

Etoposide + 
Platinum AE: 
Placeholder4 

  0.00 0.00 Beta 

Etoposide + 
Platinum AE: 
Placeholder5 

  0.00 0.00 Beta 

Etoposide + 
Platinum AE: 
Placeholder6 

  0.00 0.00 Beta 

Etoposide + 
Platinum AE: 
Placeholder7 

  0.00 0.00 Beta 

Etoposide + 
Platinum AE: 
Hepatitis 

0.0% 0.00 0.00 Beta 

Etoposide + 
Platinum AE: 
Hyperthyroidism 

0.0% 0.00 0.00 Beta 

Etoposide + 
Platinum AE: 
Hypothyroidism 

0.0% 0.00 0.00 Beta 

Etoposide + 
Platinum AE: 
Infusion Reaction 

0.0% 0.00 0.00 Beta 

Etoposide + 
Platinum AE: 
Pneumonitis 

0.0% 0.00 0.00 Beta 
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Etoposide + 
Platinum AE: Rash 

0.0% 0.00 0.00 Beta 

Utility: 
Progression-Free 

0.834 0.82 0.85   

Utility: Post-
Progression 

0.802 0.79 0.81   

Disutility: Anaemia -0.073 -0.04 -0.11 Beta 

Disutility: 
Diarrhoea (Grade 
2) 

-0.047 -0.02 -0.08 Beta 

Disutility: 
Diarrhoea (Grade 
3+) 

-0.047 -0.02 -0.08 Beta 

Disutility: Febrile 
Neutropenia 

-0.090 -0.06 -0.12 Beta 

Disutility: 
Leukopenia 

-0.090 -0.06 -0.12 Beta 

Disutility: Lipase 
Increased 

-0.019 -0.02 -0.02 Beta 

Disutility: 
Nausea/Vomiting 

-0.048 -0.02 -0.08 Beta 

Disutility: 
Neutropenia 

-0.090 -0.06 -0.12 Beta 

Disutility: 
Neutrophil Count 
Decrease 

-0.090 -0.06 -0.12 Beta 

Disutility: Platelet 
Count Decrease 

-0.090 -0.06 -0.12 Beta 

Disutility: 
Pneumonia 

-0.090 -0.06 -0.12 Beta 

Disutility: 
Thrombocytopenia 

-0.053 -0.04 -0.06 Beta 

Disutility: WBC 
Count Decrease 

-0.090 -0.06 -0.12 Beta 

Disutility: Hepatitis -0.038 -0.03 -0.05 Beta 
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Disutility: 
Hyperthyroidism 

-0.095 -0.08 -0.11 Beta 

Disutility: 
Hypothyroidism 

-0.106 -0.09 -0.13 Beta 

Disutility: Infusion 
Reaction 

-0.150 -0.12 -0.18 Beta 

Disutility: 
Pneumonitis 

-0.090 -0.06 -0.12 Beta 

Disutility: Rash -0.032 -0.01 -0.06 Beta 

Cost: Carboplatin 
Vial (150mg) 

 DKK 295 
240.0 355.6 

Gamma 

Cost: Carboplatin 
Vial (450mg) 

 DKK           226  183.88 272.40 Gamma 

Cost: Cisplatin Vial 
(50mg) 

 DKK           100  81.36 120.53 Gamma 

Cost: Cisplatin Vial 
(100mg) 

 DKK           200  162.73 241.06 Gamma 

Cost: 
Cyclophosphamide 
Vial (500mg) 

 DKK           180  146.46 216.95 Gamma 

Cost: 
Cyclophosphamide 
Vial (200mg) 

 DKK             72  58.73 87.00 Gamma 

Cost: Docetaxel 
Vial (20mg) 

 DKK 72 
58.5 86.7 

Gamma 

Cost: Docetaxel 
Vial (80mg) 

 DKK 151 
122.9 182.0 

Gamma 

Cost: Docetaxel 
Vial (160mg) 

 DKK           309  251.41 372.43 Gamma 

Cost: Doxorubicin 
Vial (50mg) 

 DKK           120  97.64 144.63 Gamma 

Cost: Doxorubicin 
Vial (200mg) 

 DKK           350  284.77 421.85 Gamma 

Cost: Epirubicin 
Vial (50mg) 

 DKK           111  89.99 133.31 Gamma 
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Cost: Epirubicin 
Vial (100mg) 

 DKK           980  797.37 1181.18 Gamma 

Cost: Epirubicin 
Vial (200mg) 

 DKK           443  360.25 533.65 Gamma 

Cost: Etoposide 
Vial (100mg) 

 DKK             71  58.07 86.02 Gamma 

Cost: Etoposide 
Vial (500mg) 

 DKK           279  226.78 335.94 Gamma 

Cost: Gemcitabine 
Vial (1200mg) 

 DKK           310  252.23 373.64 Gamma 

Cost: Gemcitabine 
Vial (1400mg) 

 DKK           330  268.50 397.75 Gamma 

Cost: Gemcitabine 
Vial (1600mg) 

 DKK           350  284.77 421.85 Gamma 

Cost: Gemcitabine 
Vial (1800mg) 

 DKK           370  301.05 445.96 Gamma 

Cost: Gemcitabine 
Vial (2000mg) 

 DKK           385  313.25 464.04 Gamma 

Cost: Gemcitabine 
Vial (2200mg) 

 DKK           420  341.73 506.22 Gamma 

Cost: Irinotecan 
Vial (100mg) 

 DKK           125  101.70 150.66 Gamma 

Cost: Irinotecan 
Vial (500mg) 

 DKK           350  284.77 421.85 Gamma 

Cost: Paclitaxel 
Vial (100mg) 

 DKK           111  89.91 133.18 Gamma 

Cost: Paclitaxel 
Vial (300mg) 

 DKK           202  163.95 242.87 Gamma 

Cost: Vincristine 
Vial (1mg) 

 DKK           390  317.32 470.06 Gamma 

Cost: Vincristine 
Vial (2mg) 

 DKK           645  524.80 777.41 Gamma 

Cost: Vinorelbine 
Vial (30mg) 

 DKK           619  542.17 700.32 Gamma 



 

 

Durvalumab_SCLC_updated application_AstraZeneca_28062024 

163 

Standard 
chemotherapy 

 DKK       1,634  1329.49 1969.44 Gamma 

Cost: PD-L1 Test  DKK                -  0.00 0.00 Gamma 

Cost: TMB Test  DKK                -  0.00 0.00 Gamma 

Cost: Outpatient 
Visit 

 DKK       1,634  1470.60 1797.40 Gamma 

Cost: CT Scan   DKK       2,023  1820.70 2225.30 Gamma 

Cost: GFR-test  DKK             73  66.07 80.75 Gamma 

Cost: 
Electrocardiograph 

 DKK           191  171.77 209.94 Gamma 

Cost: PCI  DKK     40,193  36173.70 44212.30 Gamma 

Cost: 
Radiotherapy 

 DKK     40,193  36173.70 44212.30 Gamma 

Cost: End-of-life  DKK     74,945  67450.50 82439.50 Gamma 

Cost: Anaemia  DKK       4,210  3918.91 4485.80 Gamma 

Cost: Diarrhoea 
(Grade 2) 

 DKK       3,425  3188.19 3649.37 Gamma 

Cost: Diarrhoea 
(Grade 3/4) 

 DKK     26,929  25067.08 28693.14 Gamma 

Cost: Febrile 
Neutropenia 

 DKK     14,514  13510.48 15464.83 Gamma 

Cost: Leukopenia  DKK     38,209  35567.17 40712.11 Gamma 

Cost: Lipase 
Increased 

 DKK       2,005  1866.37 2136.35 Gamma 

Cost: 
Nausea/Vomiting 

 DKK       3,425  3188.19 3649.37 Gamma 

Cost: Neutropenia  DKK     38,209  35567.17 40712.11 Gamma 

Cost: Neutrophil 
Count Decrease 

 DKK       2,005  1866.37 2136.35 Gamma 

Cost: Platelet 
Count Decrease 

 DKK       2,005  1866.37 2136.35 Gamma 

Cost: Pneumonia  DKK     33,134  30843.06 35304.64 Gamma 
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Cost: 
Thrombocytopenia 

 DKK     38,209  35567.17 40712.11 Gamma 

Cost: WBC Count 
Decrease 

 DKK       2,005  1866.37 2136.35 Gamma 

Cost: Placeholder 
7 

     Gamma 

Cost: Hepatitis         38,628.00  35957.20 41158.56 Gamma 

Cost: 
Hyperthyroidism 

        25,342.00  23589.81 27002.18 Gamma 

Cost: 
Hypothyroidism 

        25,342.00  23589.81 27002.18 Gamma 

Cost: Infusion-
Related Reaction 

          4,342.00  4041.79 4626.45 Gamma 

Cost: Rash           1,634.00  1521.02 1741.04 Gamma 

Non-medical costs 
PFS - D+EP 

452.85 421.54 482.52 Gamma 

Non-medical costs 
PFS -EP 

452.85 421.54 482.52 Gamma 

Non-medical costs 
PPS 

202.84 188.82 216.13 Gamma 

Outpatient 
Consultations per 
Week: On Tx 

17.40 16.23 18.57 Normal 

CT Scans per 
Week: On Tx 

0.50 0.47 0.53 Normal 

GRF-tests per 
Week: On Tx 

1.00 0.93 1.07 Normal 

ECGs per Week: 
On Tx 

0.15 0.14 0.16 Normal 

Radiotherapy 
Fractions per 
Week: PFS 

0.00 #NUM! #NUM! Normal 

Outpatient 
Consultations per 
Week: Off Tx 

12.00 11.19 12.81 Normal 
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CT Scans per 
Week: Off Tx 

0.50 0.47 0.53 Normal 

GFR-tests per 
Week: Off Tx 

1.00 0.93 1.07 Normal 

ECGs per Week: 
Off Tx 

0.15 0.14 0.16 Normal 

Radiotherapy 
Fractions: PPS 

10.00 9.33 10.67 Normal 

Patients Receiving 
PCI: 
Chemotherapy 
(1st Line) 

30.0% 0.24 0.36 Beta 

Received 
Radiotherapy: 
Durvalumab (PPS) 

20.0% 0.16 0.24 Beta 

Received 
Radiotherapy: 
Chemotherapy 
(PPS) 

20.0% 0.16 0.24 Beta 

2L Treatment: 
Durvalumab Mono 

  0.42 0.63 Beta 

2L Treatment: 
Durvalumab 
Combo 

  0.00 0.00 Beta 

2L Treatment: 
Etoposide + 
Platinum 

  0.38 0.56 Beta 

3L Treatment: 
Durvalumab Mono 

  0.28 0.41 Beta 

3L Treatment: 
Etoposide + 
Platinum 

  0.32 0.47 Beta 

ToT 2L 
Immunotherapies: 
Durvalumab Mono 

4.00 1.99 5.35 Gamma 

ToT 2L Chemo 
Regimens: 
Durvalumab Mono 

3.13 1.36 4.26 Gamma 
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ToT 2L Single 
Agent: 
Durvalumab Mono 

2.80 1.13 3.83 Gamma 

ToT 2L 
Immunotherapies: 
Etoposide + 
Platinum 

3.68 1.76 4.96 Gamma 

ToT 2L Chemo 
Regimens: 
Etoposide + 
Platinum 

2.88 1.19 3.94 Gamma 

ToT 2L Single 
Agent: Etoposide + 
Platinum 

2.58 0.98 3.54 Gamma 

ToT 3L+ 
Immunotherapies: 
Durvalumab Mono 

3.01 1.28 4.11 Gamma 

ToT 3L+ Chemo 
Regimens: 
Durvalumab Mono 

2.36 0.84 3.25 Gamma 

ToT 3L+ Single 
Agent: 
Durvalumab Mono 

2.11 0.68 2.92 Gamma 

ToT 3L+ 
Immunotherapies: 
Etoposide + 
Platinum 

2.77 1.12 3.80 Gamma 

ToT 3L+ Chemo 
Regimens: 
Etoposide + 
Platinum 

2.17 0.72 3.00 Gamma 

ToT 3L+ Single 
Agent: Etoposide + 
Platinum 

1.94 0.58 2.69 Gamma 
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Not applicable. 

I.1.3 Unpublished data  

Not applicable. 
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