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Note on DMC draft assessment report regarding Tagrisso (osimertinib) in combination with pemetrexed and platinum-
based chemotherapy for the first-line treatment of adult patients with advanced NSCLC whose tumours have EGFR exon 
19 deletions or exon 21 (L858R) substitution mutations.  
 
AstraZeneca would like to thank the DMC secretariat for the evaluation of Tagrisso and appreciate the opportunity to 
comment on the draft assessment report.  
 
Overall, the Secretariat and the Expert committee acknowledge the positive results from the FLAURA2 trial, a head-to-
head trial comparing efficacy and safety between Tagrisso in combination with pemetrexed and platinum-based 
chemotherapy (CTx) and Tagrisso monotherapy. Mature data are available on progression-free-survival (PFS) and overall 
survival (OS), and the trial demonstrated significant benefit of treating patients with Tagrisso in combination with CTx for 
high-risk patients and patients with CNS metastases vs. current standard of care.  
 
In response to the DMC assessment report, there are some concerns to be highlighted that may bias the decision. Since 
2019, the standard of care for patients with EGFR-mutated advanced NSCLC has been Tagrisso monotherapy until 
progression or unacceptable toxicity. As noted in the assessment report, Tagrisso monotherapy remains an efficacious and 
well tolerated treatment. 
 
FLAURA2 introduces a clinically meaningful option for treatment intensification by adding a platinum-based chemotherapy 
doublet to the current standard. In FLAURA2, the combination achieved a 9.9-month incremental increase in median OS 
versus Tagrisso monotherapy (47.5 months vs 37.6 months), representing a substantial survival benefit for the intent to 
treat (ITT) population. The trial enrolled a high proportion of patients with CNS involvement (222 patients; 39.9% of the ITT 
population at baseline). In this subgroup, the combination improved CNS PFS, supporting its role as a beneficial 
intensification strategy for patients with CNS metastases, who typically have higher disease burden, poorer prognosis, and 
greater deterioration in quality of life compared with those without CNS involvement. 
 
AstraZeneca considers two core assumptions in the DMC health economic analysis to be clinically implausible. 
 

• Treatment beyond progression is overestimated for patients on Tagrisso + CTx 

• OS extrapolation underestimates the survival gain observed with Tagrisso + CTx in FLAURA2 
 
With respect to treatment duration extrapolation, the DMCs main analysis assumes that nearly all patients in the 
combination arm who are alive at the 8-year landmark have progressed and remain on Tagrisso thereby overpredicting 
treatment duration beyond progression. The analysis predicts that patients in the Tagrisso plus-CTx arm receive, on 
average, 9 months of treatment beyond progression, versus 6 months in the monotherapy arm. The assessment report 
notes that model results are highly sensitive to assumptions about treatment duration and acknowledges that the base 
case overpredicts treatment duration in the combination arm by 2–3 months. In the clinical trial, only a proportion of 
patients were treated beyond progression, and the observed duration beyond progression was similar across arms. 
AstraZeneca acknowledges that the original model did not include extrapolation options to reflect a 2–3month reduction 
in the combination arm’s treatment duration. 
 
Since the initial submission, a new data cutoff with substantially longer follow up on treatment duration in the clinical trial 
has become available, which can reduce uncertainty around these extrapolations. Following dialogue with the Secretariat, 
an updated model and accompanying technical documentation have been provided using the new data cutoff ahead of the 
decision.  
 
AstraZeneca would like to encourage the DMC to consider analyses conducted with the updated model, as this offers a 
stronger decision basis by reducing uncertainty inherent to shorter follow-up. 
 
Regarding OS extrapolation, we believe the health economic results presented by DMC do not reflect the survival benefit 
observed in FLAURA2. The trial demonstrated a 9.9-month median OS gain with the addition of CTx and sustained 
separation of the OS curves through the final OS cutoff.  



 
The current extrapolation underestimates the long-term efficacy of Tagrisso in EGFR-mutated patients and the added 
benefit of the platinum-based doublet. The extrapolation implies that long-term survival for patients treated with either 
the combination or monotherapy would be worse than that observed for the overall stage IV population in the Danish 
Lung Cancer registry at the 10-year landmark(Registry report 2024, 10-year survival in all stage IVA/IVB adenocarcinoma 
patients: 3-6%, DMC base case, estimated 10-year survival: 4% in osimertinib + CTx, 0% in osimertinib monotherapy)1. The 
registry includes data from patients who do not have targeted therapies as well as patients who have lung cancer types 
with worse prognoses than EGFR-mutated NSCLC. AstraZeneca considers the optimistic scenario for OS extrapolation to be 
clinically plausible and more consistent with the observed survival benefit in FLAURA2. 
 
To conclude, AstraZeneca would like to point out that the Medicinrådet’s assumptions in their health economic base case 
analysis are overly pessimistic with regards to survival, and the chosen extrapolations do not show the positive results that 
the Medicinrådet acknowledge from the FLAURA2 trial. Furthermore, the Medicinrådet extrapolates the duration of 
treatment based on clinically implausible assumptions. 
 
Medicinrådet should note that the FLAURA2 model is driven by impact of adding chemotherapy to the current standard of 
care, Tagrisso monotherapy. The ICER reported by Medicinrådet is highly sensitive to assumptions about treatment 
duration and the implied OS benefit from survival extrapolations for patients on Tagrisso + chemotherapy, which naturally 
increases drug costs in the combination arm as survival extends. In short, the incremental cost is driven by longer 
progression-free survival (prolonging Tagrisso treatment) and the addition of chemotherapy, rather than by Tagrisso costs 
alone. 
 
AstraZeneca would like to point out that FLAURA2 has been reimbursed in both Sweden and Finland and is currently in 
process in Norway with a decision by Beslutningsforum expected in Q1, 2026. FLAURA2 is recommended as first choice in 
the clinical guidelines in Norway. 
 
 
Kind regards,   
 
Cecilie Astrup     Martin Phuc Tran 
Market Access Manager     HTA manager 
AstraZeneca A/S     AstraZeneca A/S  

 
1 https://www.sundk.dk/media/cadgkmwq/dlcr-aarsrapport-2024-offentliggjort-version-07-08-2025.pdf  

https://www.sundk.dk/media/cadgkmwq/dlcr-aarsrapport-2024-offentliggjort-version-07-08-2025.pdf
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Dato for behandling i Medicinrådet  18.02.2026 

Leverandør AstraZeneca 

Lægemiddel Tagrisso (osimertinib) 

Ansøgt indikation Osimertinib i kombination med pemetrexed og platinbaseret 
kemoterapi til førstelinjebehandling af voksne patienter med 
fremskreden NSCLC, hvis tumorer har EGFR exon 19-deletioner 
eller exon 21 (L858R)-substitutionsmutationer  

Nyt lægemiddel / indikationsudvidelse  Indikationsudvidelse  

 

Prisinformation 

Amgros har følgende pris på Tagrisso (osimertinib): 

Tabel 1: Forhandlingsresultat 

Lægemiddel Styrke (paknings-
størrelse) 

AIP (DKK) Nuværende SAIP, 
(DKK) 

Nuværende rabat 
ift. AIP 

Tagrisso 40 mg (30 stk.) 36.981,73 aaaaaaaaa aaaa 

Tagrisso 80 mg (30 stk.) 36.981,73 aaaaaaaaa aaaa 

 

Aftaleforhold 

aaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaa

aaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaa 
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Informationer fra forhandlingen 

aaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaa

aaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaa

aaaaaaaaaaaaaaaaaaaaa 

Konkurrencesituationen 

Tagrisso (osimertinib) monoterapi er i dag førstevalg til patientpopulationen. 
aaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaa
aaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaa
aaaaaaaaaaaaaaaaaaaaaaaaaaaa  

Tabel 2 viser de samlede lægemiddeludgifter til et behandlingsforløb for hhv. Tagrisso monoterapi, Tagrisso i 
kombination med pemetrexed + kemoterapi og Rybrevant i kombination med Lazcluze. Bemærk at 
behandlingslængderne er forskellige mellem de tre behandlingsalternativer. Behandling med både Tagrisso 
og Lazcluze kan fortsætte efter regression, en del af behandlingen vil derfor foregå som monoterapi, dvs. 
uden hhv. pemetrexed + kemoterapi og Rybrevant, jf. Medicinrådets vurdering af hhv. osimertinib i 
kombination med pemetrexed og platin-baseret kemoterapi til førstelinjebehandling af voksne patienter med 
fremskreden ikke-småcellet lungekræft og amivantamab i kombination med lazertinib til 
førstelinjebehandling af voksne patienter med fremskreden ikke-småcellet lungekræft.  

Behandlingsvarighederne er oplyst af Medicinrådet og forbundet med usikkerhed. 
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Tabel 2: Sammenligning af lægemiddeludgifter pr. patient for et behandlingsforløb 

Behandling Lægemiddel 
Styrke 

(paknings-
størrelse) 

Dosering 
Pris pr. 
pakning 

(SAIP, DKK) 

Lægemiddeludgift pr. 
behandlingsforløb 

(SAIP, DKK) 

Tagrisso 
monoterapi 

Tagrisso  80 mg (30 
stk.) 

80 mg dagligt, oral  

Behandlingsvarighed: 
aaaaaaaaa 

aaaaaa aaaaaaaaa 

Tagrisso 
kombinations-

behandling 

Tagrisso  80 mg (30 
stk.) 

80 mg dagligt, oral 

Behandlingsvarighed: 
aaaaaaaaa 

aaaaaa aaaaaaaaa 

Pemetrexed 
”Ever 

Pharma” 

25 mg (20 ml) 500 mg/m2* hver 3. uge, i.v. 

Behandlingsvarighed: 
aaaaaaaaa 

aaa aaaaa 

Carboplatin 
”Fresenius 

Kabi” 

10 mg (45 ml) 400 mg/m2*, hver 3. uge i 4 
serier, i.v. 

Behandlingsvarighed: aaaaaaaa 

aaa aaaaa 

Tagrisso i kombination med pemetrexed og carboplatin aaaaaaaaa 

Rybrevant + 
Lazcluze 

Lazcluze 240 mg (28 
stk.) 

240 mg dagligt, oral  

Behandlingsvarighed: 
aaaaaaaaa 

aaaaa 

aaaaaaa 

Rybrevant 350 mg (1 
stk.)** 

Under 80 kg:  

Uge 1-4: 1.050 mg ugentlig, i.v. 

Derefter: 1.050 mg hver 2. uge, 
i.v. 

80 kg eller over: 

Uge 1-4: 1.400 mg ugentlig, i.v. 

Derefter: 1.400 mg hver 2. uge, 
i.v. 

Behandlingsvarighed: 
aaaaaaaaa 

aaaaa 

aaaaaaa 

 

 

aaaaaaaaa 

Rybrevant i kombination med Lazcluze 

Under 80 kg:  

80 kg eller over: 

a 

aaaaaaaaaa 

aaaaaaaaa 

*BSA =1,84, jf. Medicinrådets vurdering af osimertinib i kombination med pemetrexed og platin-baseret kemoterapi til 
førstelinjebehandling af voksne patienter med fremskreden ikke-småcellet lungekræft 
**Der er en lille prisforskel mellem i.v. og s.c. formulering på Rybrevant, men det ligger i samme prisleje. 
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Status fra andre lande 

Tabel 2: Status fra andre lande 

Land Status Kommentar Link 

Norge Under vurdering  Link til status 

England Anbefalet  Link til vurdering 

Sverige Ikke vurderet Vurderes ikke nationalt Link til oversigt 

 

Opsummering 

aaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaa
aaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaa
aaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaa
aaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaa 

https://www.nyemetoder.no/metoder/id2024_036/
https://www.nice.org.uk/guidance/ta1060/chapter/1-Recommendation
https://samverkanlakemedel.se/lakemedel---ordnat-inforande/lakemedel-som-inte-ska-samverkas-nationellt
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3. The patient population, 

intervention, choice of 

comparator(s) and relevant 

outcomes 

3.1 The medical condition  

Lung cancer is defined as the uncontrolled growth of abnormal cells in the lungs and is 

the most commonly diagnosed cancer and the leading cause of cancer mortality 

worldwide. (2) The two predominant forms of lung cancer are NSCLC that accounts for 

85% of patients and small-cell-lung cancer (SCLC), accounting for 15% of patients.  NSCLC 

comprises a group of cancers, which exhibit similar behavior and response to treatment. 

They can be categorized according to the tissue of origin: adenocarcinoma, squamous 

cell carcinoma and large cell lung cancer; several variants and clinical sub-types exist 

within each category.   

Adenocarcinomas are the most common type of NSCLC, accounting for approximately 

40% of lung cancers (3, 4). Recurrent driver mutations commonly found in NSCLC have a 

key role in the development of the disease and are targets for therapeutic agents. The 

most recent Danish Lung Cancer Registry report shows that 5256 patients were 

diagnosed with lung cancer in Denmark in 2023.  

Lung cancer prognosis varies with clinical stage at diagnosis, and progressively worsens 

as disease advances.(5, 6) For patients with locally advanced or metastatic NSCLC, 

prognosis is extremely poor; the overall five-year survival rate for NSCLC varies by stage 

at diagnosis from 68–92% for Stage I NSCLC to <1%–10% for Stage IV NSCLC(Figure 1) (6). 

Recurrent driver mutations commonly found in NSCLC have a key role in the 

development of disease and are targets for therapeutic agents. Epidermal growth factor 

receptor mutation (EGFRm) NSCLC is a common driver mutation, which is tested for in all 

NSCLC patients in Denmark, as it is a target for therapeutic agents and as well associated 

with a higher risk of various metastasis sites. Specifically, rates of brain, bone and liver 

metastasis are observed to be higher for EGFRm NSCLC patients than for those with wild 

type EGFR.(7-9) Brain metastases in particular occur at a high rate in the EGFRm NSCLC 

population; CNS metastases are detected in approximately 37% of patients with EGFRm 

advanced NSCLC at the time of diagnosis. CNS metastases are associated with decreased 

QoL and poor prognosis, and are a significant cause of cancer-related mortality.(10, 11) 
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Figure 1. Five-year NSCLC survival rates by clinical stage (AJCC 8th edition) at diagnosis (33). 

 

 

Denmark specific data has been investigated in a Landscape study(12). It is an 

observational study conducted in three Nordic countries (January, 2011-December, 

2022). In Denmark and Norway, NSCLC cohorts were established by linking nationwide, 

population-based healthcare registries(12). The study population included patients with 

NSCLC during the study period. Demographic data were summarized at NSCLC diagnosis 

(index date). Annual 1-, 3-, 5-year survival estimates were reported by country and 

metastatic status at diagnosis (M0, no metastases; M1, metastases). Age-standardized 

survival analyses were conducted to determine median OS by metastatic status. Analysis 

cohorts comprised 45,298 (Denmark), 6,986 (Finland), and 25,480 (Norway) patients. As 

can be seen from figure 2, Denmark is in the lower range with regards to 5 years OS per 

stage (55%/45%/25%/8%) compared to the rates show in figure 1. 

Figure 2. 1-, 3-, and 5-year NSCLC survival rates by clinical stage 

 
Source: Landscape study data on file(12) 
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Figure 3. DMC split of locally advanced/metastatic NSCLC patients based on mutation/PD-L1 status 
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Validity of outcomes 

OS, PFS and CNS-PFS are well established endpoints within oncology and NSCLC. The 

endpoints have been assessed by the DMC for the 1L NSCLC guideline and well as in prior 

assessments of TKIs within NSCLC across metastatic and non-metastatic settings(26-29). 

4. Health economic analysis 

4.1 Model structure 

For the health economic analysis, a partitioned survival model (PSM) was chosen. The 

model consists of three mutually exclusive health states, illustrated in Figure 4: 

- Progression-free (PF): Defined as the period before the patient has experienced 

disease progression 

- Progressed disease (PD): Defined as the period where the patient remains alive 

following disease progression, and they may receive treatment with subsequent 

anticancer therapy and supportive care 

- Dead: An absorbing state into which patients transition upon their death from any 

cause 

The health state membership over time in the PSM is informed by the PFS and OS curves. 

The proportion of patients alive over time is estimated directly from the OS curve. OS is 

then partitioned into the PF and PD states using the PFS curve. The proportion of 

patients occupying the PF state is derived directly from the PFS cumulative survival 

probability over time, whilst the proportion occupying the PD state over time is 

calculated from OS minus PFS. The proportion occupying the death state over time is 

estimated from one minus OS.  

As the FLAURA2 trial data did not extend to the modelled time horizon, extrapolation of 

the OS and PFS Kaplan-Meier (KM) data was necessary to inform health state 

memberships for the duration of the modelled time horizon. 
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6. Efficacy  

6.1 Efficacy of osimertinib in combination with pemetrexed 

and platinum-based chemotherapy compared to 

osimertinib for 1st treatment of patients with advanced 

NSCLC whose tumours have EGFR exon 19 deletions or 

exon 21 (L858R) substitution mutations  

6.1.1 Relevant studies 

A head-to-head comparison on efficacy and safety between osimertinib + CTx and 

osimertinib monotherapy as 1L treatment in patients with advanced EGFR mutated 

NSCLC was conducted in the FLAURA2 trial. The data from the FLAURA2-study will form 

the basis for an evaluation between osimertinib + CTx compared to the current standard 

of care, osimertinib monotherapy. A description of the clinical trial will follow in section 

below. 
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6.1.2 Comparability of studies  

The application is based on a H2H study vs. standard of care in Denmark.  

6.1.2.1 Comparability of patients across studies FLAURA2 

FLAURA2 is a Phase III, open-label, randomised, multi-centre study examining the 

efficacy and safety of osimertinib + CTx vs osimertinib monotherapy, in the 1L treatment 

of patients with EGFRm locally advanced or metastatic NSCLC (according to the AJCC 8th 

edition)(31). The study is being conducted and sponsored by AstraZeneca(34). An 

overview of the trial design is shown in Figure 5. The FLAURA2 study was conducted in 

two separate phases: the safety run-in and the open-label Phase III randomised period. 

This application only describes the design and results from the randomised period. Cross-

over between study arms was not allowed in FLAURA2.
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Figure 5. FLAURA2 trial design. The FLAURA2 study was conducted in two separate phases: the safety run-in and the open-label Phase III randomised period. 

 

Footnotes: aPublished by Planchard et al. ESMO Open (2021)(35). bNot requiring steroids for at least two weeks. cPemetrexed maintenance continued until a discontinuation criterion was met. dEfficacy 
analyses in the FAS, defined as all patients randomised to study treatment regardless of the treatment actually received, and safety analyses in the SAS, defined as all randomised patients who received 

≥1 dose of study treatment. One patient who was randomised to osimertinib + CTx received only osimertinib and was therefore included in the osimertinib monotherapy SAS. eThe study provided 90% 
power to demonstrate a statistically significant difference in PFS assuming HR=0.68 at 5% two-sided significance level.
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2 (In bed less than or equal to 50% of 

the time)c 

1 (0.4) 0 

AJCC stage (8th edition) at initial diagnosis, n (%)  

Stage IIIB 9 (3.2)  4 (1.4) 

Stage IIIC 4 (1.4) 3 (1.1) 

Stage IVA 98 (35.1) 104 (37.4) 

Stage IVB 168 (60.2) 167 (60.1) 

Overall extent of disease at study entry, n (%) 

Metastaticd 265 (95.0) 271 (97.5) 

Locally advancede 14 (5.0) 7 (2.5) 

Histology type, n (%) 

Adenocarcinomaf 275 (98.6) 275 (98.9) 

Adenosquamous carcinoma  2 (0.7) 0 

Other  2 (0.7) 3 (1.1) 

EGFR mutation at randomisation, n (%)g 

Ex19del 169 (61) 168 (60) 

L858R mutation 106 (38) 107 (38) 

Both Ex19del and L858R mutation 3 (1) 1 (<1) 

Unknown 1 (<1) 2 (1) 

Number of patients with metastases (by location), n (%)h 

CNS 116 (41.6) 110 (39.6) 

Liver 43 (15.4) 66 (23.7) 

Lung/Pleura 196 (70.3) 216 (77.7) 

Lymph nodes 160 (57.3) 170 (61.2) 

Bone and locomotive 132 (47.3) 142 (51.1) 

Extra-thoracic 147 (52.7) 149 (53.6) 

Other  64 (22.9) 58 (20.9) 

Baseline tumour size (range), mmi 

Median  57 (10, 284) 57 (11, 221) 

Time from initial diagnosis to the first dose, months  

N 277 274 

Median (range) 1.1 (0, 125) 1.1 (0, 213) 

EGFR testing method, mutation type  

Central test 123 (44.1) 117 (42.1) 
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Of note, the median PFS observed for the osimertinib monotherapy arm (median PFS 

16.7m [95% CI: 14.1, 21.3]) is consistent with the observed median PFS in the original 

pivotal trial for osimertinib monotherapy, FLAURA, where median PFS was 18.9 months 

(95% CI: 15.2, 21.4) (31, 38). This consistency indicates that the comparator arm in 

FLAURA2 serves as a reliable and robust comparator for evaluating the efficacy of 

osimertinib + CTx. 

Figure 7. KM plot of PFS by investigator assessment (FAS; primary PFS analysis) 

  

Footnotes: DCO: 3rd April 2023. Source: Planchard et al. 2023. (1) 

Given the open-label design of the study, a sensitivity analysis for ascertainment bias was 

conducted to evaluate PFS by BICR assessment; these data were highly concordant with 

the investigator-based analysis (HR: 0.62; 95% CI: 0.48, 0.80; nominal p-value=0.0002), 

and confirmed the robustness of the evaluation(39). Based on BICR assessment, an 

approximate 9.5-month improvement in median PFS was observed in the osimertinib + 

CTx arm (29.4 months) compared with the osimertinib monotherapy arm (19.9 

months)(1, 39). 

6.1.4.2 Overall survival (secondary endpoint) 

At the time of the final OS analysis (DCO: 12th June 2025), 315 OS events had occurred in 

the FAS (overall data maturity 56.6%), with 144 (51.6%) patients having died in the 

osimertinib + CTx arm, and 171 (61.5%) patients having died in the osimertinib 

monotherapy arm (Table 14)(30, 33).  

The final OS analysis estimated an HR of 0.77 (95% CI: 0.61, 0.96; p=0.0202); Table 14) 

(30, 33). An improvement of 9.9 months median OS was observed in favour of 

osimertinib + CTx compared to the osimertinib monotherapy arm(30, 33). Median OS 

reached 47.5 months (95% CI: 41.0, NC) in the osimertinib + CTx treatment arm and 37.6 

months (95% CI: 33.2, 43.2) in the osimertinib monotherapy arm(30, 33). 

The increased OS benefit was maintained over time, with the KM curves maintaining 

separation at all landmarks beyond the crossing point, at approx. month 16. 
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Figure 8. KM plot of OS (FAS; Final OS analysis) 

 

Footnotes: DCO: 12th June 2025. Source: (30, 33). 
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Exploratory subgroup analyses were also performed to evaluate the consistency of treatment effect across stratification factors and subgroups prespecified for 

the primary PFS analysis. At the final OS analysis, the OS benefit of osimertinib + CTx vs osimertinib monotherapy was consistent across all subgroups pre-defined 

for the primary PFS analysis, with most point estimates below 1.0 with the expectance of the non-Chinese Asian group (HR: 1.0), although the Non-Asian group 

seems to benefit the most (HR: 0.56)(Figure 9) (30, 33). With OS being a secondary endpoint in the FLAURA2 trial, the study was not powered for any of the 

individual subgroup evaluations and no adjustments were made for multiple testing subgroup analyses. As expected in a subgroup analysis, a degree of variability 

was observed across all subgroups, particularly in the subgroups with a smaller number of patients and fewer OS events observed.  

Figure 9. Subgroup analyses of OS (FAS; Final OS analysis) 

 

DCO: 12th June 2025. Source: AstraZeneca data-on-file(33).
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Footnotes: DCO: 3rd April 2023. aOnly includes CNS progression events that occur within two consecutive 
scheduled visits (plus visit window) of the last evaluable CNS assessment (or randomisation). bCNS target 
lesions, CNS non-target lesions, and CNS new lesions are not necessarily mutually exclusive categories. cDeath 
in the absence of CNS progression, within two visits of baseline or last evaluable CNS RECIST assessment. 
dRECIST CNS progression or death occurred more than two consecutive scheduled visits (plus visit window) 
after previous CNS RECIST assessment or after baseline if no CNS post-baseline assessment. Patients are 
censored at previous evaluable CNS RECIST assessment or randomisation date. ePatients known to be alive and 
censored at last evaluable CNS RECIST assessment. fCalculated using the KM method. gCalculated as the 
median, minimum, and maximum time from randomisation to date of CNS progression or date of censoring in 
all patients. hCalculated as the median, minimum, and maximum time from randomisation to date of censoring 
(date last known to have not progressed) in censored (not CNS progressed) patients only. 

Table 16. KM plot of CNS PFS by CNS BICR Assessment (cEFR analysis set; primary PFS analysis) 

 

6.1.5 Efficacy – results per [study name 2] 

NA 

Median CNS PFS (months) (95% CI)f NC (23.0, NC) 17.3 (13.9, NC) 

CNS progression-free at 6 months 

(%) (95% CI)f 

92.2 (77.7, 97.4) 85.9 (69.3, 93.9) 

CNS progression-free at 12 months 

(%) (95% CI)f 

89.2 (73.7, 95.8) 73.2 (54.6, 85.1) 

CNS progression-free at 18 months 

(%) (95% CI)f 

79.3 (61.2, 89.7) 49.1 (29.5, 66.1) 

CNS progression-free at 24 months 

(%) (95% CI)f 

64.9 (42.5, 80.3) 37.4 (18.2, 56.7) 

Median (range) follow-up for CNS PFS 

in all patients (months)g 

19.4 (0.4, 33.3) 13.2 (1.1, 30.2) 

Median (range) follow-up for CNS PFS 

in censored patients (months)h 

22.0 (1.6, 33.3) 14.0 (1.4, 30.2) 
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Function with best visual fit Osimertinib + CTx: Weibull 

Osimertinib mono: Weibull or gamma 

Function with best fit according to 

evaluation of smoothed hazard 

assumptions  

N/A 

Validation of selected extrapolated 

curves (external evidence) 

N/A 

Function with the best fit according 

to external evidence 

Osimertinib + CTx: N/A 

Osimertinib mono: Weibull, Gamma, Gompertz 

Selected parametric function in 

base case analysis 

Osimertinib + CTx: Weibull 

Osimertinib mono: Weibull 

Adjustment of background 

mortality with data from Statistics 

Denmark  

No, PFS capped by OS data, which is adjusted to 

background mortality 

Adjustment for treatment 

switching/cross-over 

No 

Assumptions of waning effect No 

Assumptions of cure point No 

 

Figure 10. Base case extrapolations of PFS with observed data from FLAURA2 across entire time 

horizon 

 

8.1.1.2 Extrapolation of overall survival (OS) 

A summary of the assumptions associated with the extrapolation of OS is provided in 

Table 19 for both arms in the health economic analysis. The base case extrapolation of 
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Figure 14. Change from baseline of EQ-VAS,  DCO 3rd April 2023 
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Figure 15. ICER Tornado plot for DSA  

Abbreviations: DSA: deterministic sensitivity analysis; ICER: incremental cost-utility ratio.
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Figure 17. The cost-effectiveness acceptability curve 

 
 

Convergence plots show the variation in the ICERs generated by the probabilistic 

simulations against the number of iterations or samples. The plot, Figure 18, 

demonstrate that probabilistic results were stable by approx. 300 iterations, suggesting 

that 1000 iterations is a sufficient number to reach a stable result. 

Figure 18. ICER Convergence plot. 

 

13. Budget impact analysis 

Number of patients (including assumptions of market share) 

As stated in section 3.2, the DMC estimates around 220 patients with EGFR mutation 

annually in Denmark. Currently all patients receiving osimertinib monotherapy. With the 

introduction of osimertinib + CTx, it is expected that a minor proportion of the total 

cohort would be relevant for treatment with the combination therapy. The selection 

would be based on multiple factors, including patient preference and at the physician’s 

discretion. Based on the input from a Danish clinician, osimertinib + CTx would possibly 

be offer to approx. 1/3 of the total cohort(14). This is reflected in the number presented 

in the Table 54. 
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Appendix D. Extrapolation  

D.1 Extrapolation of PFS 

D.1.1 Data input 

Data input for extrapolation of PFS was sourced from the FLAURA2 trial. 

D.1.2 Model 

The following standard parametric models were fitted to the available data: exponential, Weibull, Gompertz, log-logistic, log-normal, generalised gamma, and 

gamma distributions. 

D.1.3 Proportional hazards 

The first step in selecting the choice of parametric survival model for PFS was to assess whether the PHA was upheld for the FLAURA2 data.  

Figure 19 shows that the plot of the Schoenfeld residuals against time does not show a pattern of changing residuals; the p-value for Schoenfeld residuals test is 

bordering significance (p=0.0487). However, the log cumulative hazard curves (
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Figure 20) were not parallel over time, indicating that the treatment effect varied over the 

trial period. On this basis it was considered that there was a violation of the PHA. 
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Figure 19. Schoenfeld residual plot for PFS from FLAURA2 

 

Abbreviations: PFS: progression-free survival.  
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Figure 20 Log-cumulative hazard plot for PFS from FLAURA2 

 

Abbreviations: PFS: progression-free survival. 
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Footnote: Curves on the figure are not bounded by OS. 
Abbreviations: KM: Kaplan-Meier. 

Figure 22. Parametric models fitted to osimertinib monotherapy FLAURA2 PFS data 

 
Footnote: Curves on the figure are not bounded by OS. 
Abbreviations: KM: Kaplan-Meier. 

D.1.6 Evaluation of hazard functions 

To explore whether standard parametric models were appropriate, plots of the raw and 

smoothed hazards were considered (Figure 23). The raw hazard plot shows that the 

hazards are relatively constant over the duration of the trial, although there is a change at 

the end of the trial in both arms, driven by low patient numbers. For both trial arms, the 

smoothed hazards appear relatively stable over the duration of trial period, with an 

increasing trend. For this reason, standard parametric models were considered 

appropriate for PFS. 
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Figure 23. Raw and smoothed hazards for PFS from FLAURA2 
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D.1.7 Validation and discussion of extrapolated curves 

As a number of possible curves remained in both arms after consideration of both statistical and visual fit, curve selection for the base case was primarily informed 

by clinical plausibility when considering both treatment arms. In addition, the same curve was considered for both treatment arms in order to align with NICE TSD 

14, which recommends fitting parametric models of the same type to both treatment arms in the absence of substantial justification that this would not be 

appropriate. Given that osimertinib is administered in both the intervention and comparator arms, it was deemed reasonable to assume that the hazards would 

follow the same parametric distribution.  

The curves remaining in both arms (i.e. had not yet been excluded on the basis of statistical or visual fit in either arm) were the Weibull, gamma, Gompertz and 

generalised gamma curves. None of the remaining curves crossed the projected OS curve, and therefore could not be excluded on this basis. When either the 

Gompertz or generalised gamma curves were used in both arms, the PFS curves crossed each other, resulting in a greater long-term proportion of progression-

free patients in the osimertinib monotherapy arm compared with the osimertinib plus CTx arm. This was considered clinically implausible, therefore Gompertz 

and generalised gamma curves were excluded from consideration for both the osimertinib plus CTx arm and the osimertinib monotherapy arm.  

The remaining curves (i.e. Weibull and gamma) were both considered plausible in terms of crossing of PFS and could not be excluded on the basis of statistical or 

visual fit. Furthermore, based on the predicted and observed survival at key landmarks for osimertinib plus CTx and osimertinib monotherapy presented in Table 

61 and  

Table 62, the Weibull and gamma curves were both considered to generate plausible estimates of long-term survival. 

The Weibull curve was selected as the base case extrapolation for both the osimertinib plus CTx arm and the osimertinib monotherapy comparator arm as it had 

slightly better statistical fits overall compared to the gamma curve. The Weibull was the third- and second-best ranked curve by AIC and BIC, respectively, in the 

osimertinib plus CTx arm and the third best ranked curve in the osimertinib monotherapy arm for both AIC and BIC. In contrast, for both AIC and BIC, gamma was 

the fourth best ranked curve in the osimertinib plus CTx arm and the second-best ranked curve in the osimertinib monotherapy arm. The gamma curve was 

therefore explored as a scenario analysis. 
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FLAURA2 – 16.66 65.49% 40.84% NR NR NR NR 

Exponential 26.88 17.74 63.27% 40.77% 26.27% 10.91% 1.17% 0.12% 

Weibull 23.78 17.74 66.22% 39.08% 21.65% 5.84% 0.13% 0.00% 

Gompertz 22.70 17.74 65.73% 39.73% 21.24% 3.70% 0.00% 0.00% 

Log-logistic 31.26 17.74 64.43% 39.55% 26.35% 14.28% 4.44% 1.08% 

Log-normal 32.32 17.74 62.89% 40.77% 28.55% 16.13% 4.44% 1.08% 

Generalised gamma 26.14 17.74 65.01% 39.34% 23.97% 9.31% 1.06% 0.15% 

Gamma 24.40 17.74 65.90% 39.04% 22.28% 6.88% 0.30% 0.01% 

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 

D.1.11 Cure-point  

N/A 
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D.2 Extrapolation of OS 

D.2.1 Data input 

Data input for extrapolation of OS was sourced from the FLAURA2 trial (31). 

D.2.2 Model 

The following standard parametric models were fitted to the available data: exponential, Weibull, Gompertz, log-logistic, log-normal, generalised gamma, and 

gamma distributions.  

Based on the previous analysis plan based on the earlier DCOs on OS data, additional spline models were also fitted. As standard parametric model appears to fit 

and extrapolate the OS data well, the spline models are only included for completeness to allow for alternative models to estimate patients’ survival. Further 

information on the spline models has been included in Appendix L. 

D.2.3 Proportional hazards  

Figure 24 shows the plot of the Schoenfeld residuals against time. This does not show a pattern of changing residuals over time, and the p-value for Schoenfeld 

residuals test is non-significant (p=0.8142), indicating that the PHA could not be rejected on these grounds. However, the log cumulative hazard, log odds and log 

normal curves ( 

Figure 25) were not parallel and all cross over time, indicating that the treatment effect varied over the trial period. On this basis it was considered that there was 

a violation of the PHA. 

Figure 24. Schoenfeld residual plot for OS from FLAURA2 
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Figure 25. Log-cumulative hazard, log-odds and log-normal plots for OS from FLAURA2 
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Footnote: Base case extrapolation is shown in bold; best fit distributions are shown in green highlight. 

Abbreviations: AIC: Akaike information criterion; BIC: Bayesian information criterion; CTx: chemotherapy. 

D.2.5 Evaluation of visual fit  

The standard parametric and spline extrapolations fitted to the osimertinib plus CTx KM data from FLAURA2 are presented in Figure 26 and Figure 39, 

respectively. Similarly, the standard parametric and spline extrapolations fitted to the osimertinib monotherapy KM data from FLAURA2 are presented in Figure 

27 and Figure 40, respectively. 

The standard parametric curves appear to provide a fairly good visual fit to the KM data from FLAURA2. For both arms, the standard parametric curves generally 

appeared to slightly underestimate survival up to month 35 compared to the KM and then appears to provide a wide range of tails, spanning from overly 

optimistic long-term extrapolations to pessimistic long-term extrapolations. 
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Figure 26. Standard parametric models fitted to osimertinib plus CTx FLAURA2 OS data 

 
Footnote: Curves on the figure are not bounded by GPM. 

Figure 27. Standard parametric models fitted to osimertinib monotherapy FLAURA2 OS data 

 
Footnote: Curves on the figure are not bounded by GPM. 
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D.2.6 Evaluation of hazard functions 

To explore whether standard parametric models were appropriate, plots of the raw and smoothed hazards were considered (Figure 28. and Figure 29.). As 

specified in NICE DSU TSD 21, complex hazard functions cannot be represented well by standard parametric models, and flexible models (such as spline-based 

models) that allow hazard functions with complex shapes should also be considered. The raw hazard plot shows that the hazard changes over the course of the 

trial, and that there is a drop in the hazard in both arms towards the end of the trial period, although this is driven by low patient numbers at risk close to the 

end of follow-up. For the osimertinib plus CTx arm, the smoothed hazard appears to increase from the start of the trial to ~39 months, before consistently 

decreasing until the end of the trial follow-up. However, the low number at risk towards the end of the follow-up should be kept in mind when evaluating the 

hazard towards the end of the curve. 

For the osimertinib monotherapy arm, the hazard increases from the time of randomisation to ~28 months, before decreasing until the end of the trial follow-

up. 
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Figure 28. Raw hazard plot for OS from FLAURA2 

 

Figure 29. Smoothed hazard plot for OS from FLAURA2 
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Abbreviations: ITT, intention-to-treat; OS, overall survival.  

D.2.7 Validation and discussion of extrapolated curves 

The clinical plausibility of the long-term extrapolation of curves was informed by data from previous studies in this indication; these published data indicate 

typical survival estimates to be around 15–25% at 5 years for patients treated with first generation EGFR TKIs, dropping to around 5–7% at 7–9 years. It was 
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therefore assumed that approximately 5% of patients alive at 10 years would also represent a clinically plausible, yet conservative, estimate for survival in the 

model, given the survival benefit associated with osimertinib. 

In addition, survival data reported by Winfree et al. (2022) were also used to inform model selection (52). This was a retrospective observational study 

conducted in 244 patients with EGFRm advanced NSCLC where 73% received 1L EGFR TKI, of which 46% received a 3rd generation EGFR TKI. The results indicated 

that approximately 25% of patients were alive at 5 years. Given a large proportion of patients received a 3rd generation EGFR TKI, defined as osimertinib in the 

study, it was considered reasonable to expect that at least 25% of patients would also be alive in the osimertinib monotherapy arm at 5 years. In the Danish Lung 

Cancer Registry report, a more heterogenic population comprising all NSCLC patients with stage IV adenocarcinoma is presented. In this data set, approx. 3% of 

patients appears to be alive at the 10-year landmark (53). It could be suspected that patients would survive for longer in a more homogenous EGFR-mutated 

patient population, if treated with a 3rd gen EGFR-TKI. Hence the 3% could be considered a pessimistic floor at the 10-year landmark for patients treated with 

either osimertinib monotherapy and osimertinib plus CTx.  

Selection of curve fits 

Osimertinib plus CTx 

Osimertinib plus CTx, of the standard parametric curves presented in Table 65, the Gompertz and Gen Gamma curve underpredict long-term survival of patients, 

where long-term survival at 10- and 15-years are below the survival observed with osimertinib monotherapy in clinical practice, hence the Gompertz and Gen 

Gamma has been excluded for extrapolation of OS. Log-normal and log-logistic are excluded for extrapolation of OS, as the curves appears to overpredict long-

term survival of patients much beyond what could be expected in clinical practice, estimating between 14.6% and 20.4% of patients to be alive after 15-years.  

The remaining curves, Exponential, Weibull and Gamma functions, all appear to provide clinically plausible extrapolations of long-term survivals of patients. The 

exponential curve assumes a constant hazard throughout the time horizon, which does not align with the observed hazards in FLAURA2, where hazards change 

over time. The exponential curve has therefore been excluded for extrapolation. The Weibull and Gamma curves predicts clinically plausible long-term survival 

with 3.5% and 5.4% of patients alive at 15-year landmark. For the base-case, the more conservative extrapolation of the two curves has been chosen. Hence, the 

Weibull curve is used for the base case extrapolation of OS.  
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Osimertinib monotherapy 

For the osimertinib monotherapy arm, the Gompertz function underestimates long-term survival, predicting nearly all patients to be dead beyond 10-years, 

which does not reflect the survival in clinical practice. The log-normal, log-logistic and exponential functions appears to overpredict long-term survival when 

compared to data form the Danish Lung Cancer registry (53). Remaining are the Weibull, gamma and gen-gamma functions, which all appear to provide 

reasonable and clinically plausible long-term extrapolations in line with what is observed in the Danish Lung Cancer registry in a more heterogeneous population 

(53).  

As none of the remaining curves could be excluded on the basis of clinical plausibility, the Weibull curve was selected for the base case in order to align with the 

base-case curve chosen for OS for osimertinib plus CTx. As previously discussed, this approach is in line with NICE TSD 14, which recommends fitting parametric 

models of the same type to both treatment arms in the absence of substantial justification that this would not be appropriate (40). 

Scenario analysis 

The Gamma curve fits the data well and predicts clinically plausible long-term extrapolations of survival based as described above. The Gamma curve provides a 

clinically plausible alternative to Weibull for the extrapolation of OS. Scenario analysis was therefore conducted using the Gamma curve for both the osimertinib 

plus CTx and osimertinib monotherapy arm. A summary of the curve selections is given Table 64. 
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FLAURA2 – 47.51 79.71% 63.14% 49.15% 45.02% - - 

Exponential 72.09 49.28 71.70% 60.92% 51.76% 43.98% 19.21% 8.39% 

Weibull 62.19 48.30 74.54% 62.10% 51.04% 41.51% 12.90% 3.49% 

Gompertz 51.68 47.31 76.47% 63.83% 51.04% 38.70% 2.31% 0.00% 

Log-logistic 87.97 50.27 73.94% 61.91% 52.21% 44.51% 23.24% 14.63% 

Log-normal 101.23 52.24 70.78% 60.80% 53.17% 47.13% 29.14% 20.38% 

Generalised gamma 52.87 47.31 75.44% 63.03% 50.90% 39.41% 3.95% 0.02% 

Gamma 66.06 48.30 73.83% 61.76% 51.28% 42.37% 15.40% 5.40% 
Note: Landmarks capped to general population mortality. Base case extrapolation is shown in bold; 
Abbreviations: AIC: Akaike information criterion; BIC: Bayesian information criterion; CTx: chemotherapy. 

 

Abbreviations: CTx: chemotherapy; mth: months; OS: overall survival. 

Table 66. Osimertinib monotherapy predicted and observed mean, median and landmark rates (OS) 
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N/A 

D.3 Extrapolation of TTD 

D.3.1 Data input 

Data input for extrapolation of PFS was sourced from the FLAURA2 trial. 

Individual patient TTD data from the FLAURA2 trial, in the form of time-to-event data, were available to inform the time on treatment for both treatment arms in 

the model. In the intervention arm, TTD data were available for osimertinib and pemetrexed separately, whilst the comparator arm only necessitated TTD for 

osimertinib monotherapy. 

D.3.2 Model 

The following standard parametric models were fitted to the available data: exponential, Weibull, Gompertz, log-logistic, log-normal, generalised gamma, and 

gamma distributions. 

D.3.3 Proportional hazards (osimertinib dataset) 

Figure 31 shows the plot of the Schoenfeld residuals against time for osimertinib TTD. This does not show a pattern of changing residuals over time, and the p-

value for Schoenfeld residuals test is non-significant (p=0.801), indicating that the PHA could be considered reasonable. However, the log cumulative hazard curves 

(
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Figure 32) were not parallel over time, indicating that the treatment effect varied over the 

trial period. On this basis it was considered that there was a violation of the PHA for 

osimertinib TTD.
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Figure 31. Schoenfeld residual plot for osimertinib TTD from FLAURA2 
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D.3.5 Evaluation of visual fit 

D.3.5.1 Osimertinib (as part of osimertinib plus CTx)  

Extrapolated curves fitted to the TTD data of osimertinib (as part of the osimertinib plus 

CTx arm) are presented in Figure 33. 

Figure 33. Parametric models fitted to osimertinib (as part of the osimertinib plus CTx) TTD data 

 
Footnote: Curves on the figure are not bounded by OS 
 

D.3.5.2 Pemetrexed (as part of osimertinib plus CTx)  

Parametric curves fitted to the TTD data of pemetrexed (as part of osimertinib plus CTx) 

are presented in Figure 34. 

Figure 34. Parametric models fitted to pemetrexed (as part of osimertinib plus CTx) TTD data 

 
Footnote: Curves on the figure are not bounded by OS 

D.3.5.3 Osimertinib monotherapy 
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Parametric curves fitted to the TTD data of osimertinib monotherapy are presented in 

Figure 35.  

Figure 35. Parametric models fitted to osimertinib monotherapy TTD data 

 
Footnote: Curves on the figure are not bounded by OS 

D.3.6 Evaluation of hazard functions 

To explore whether standard parametric models were appropriate, plots of the raw and 

smoothed hazards were considered (
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Figure 36). The raw hazard plot shows that the hazards are relatively constant over the 

duration of the trial, although there is a change at the end of the trial in both arms, driven 

by low patient numbers. For both trial arms, the smoothed hazards appear relatively stable 

over the duration of trial period, with an increasing trend. For this reason, standard 

parametric models were deemed appropriate for TTD.  
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Figure 36. Raw and smoothed hazards for osimertinib TTD from FLAURA2 
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Gamma 29.32 21.68 72.10% 47.20% 29.80% 11.30% 0.80% 0.10% 

D.3.8 Adjustment of background mortality 

N/A 

D.3.9 Adjustment for treatment switching/cross-over 

N/A 

D.3.10 Waning effect 

N/A 

D.3.11 Cure-point 

N/A 
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  Scrub typhus   0 (0.0)   1 (0.4)   1 (0.2) 

  

Blood and lymphatic system disorders  19 (6.9)   2 (0.7)  21 (3.8) 

  Anaemia   9 (3.3)   2 (0.7)  11 (2.0) 

  Febrile neutropenia   6 (2.2)   0 (0.0)   6 (1.1) 

  Granulocytopenia   1 (0.4)   0 (0.0)   1 (0.2) 

  Leukopenia   1 (0.4)   0 (0.0)   1 (0.2) 

  Myelosuppression   1 (0.4)   0 (0.0)   1 (0.2) 

  Neutropenia   1 (0.4)   0 (0.0)   1 (0.2) 

  Thrombocytopenia   1 (0.4)   0 (0.0)   1 (0.2) 

  

Respiratory, thoracic and mediastinal 
disorders 

 18 (6.5)  20 (7.3)  38 (6.9) 

  Pulmonary embolism   7 (2.5)   2 (0.7)   9 (1.6) 

  Interstitial lung disease   2 (0.7)   5 (1.8)   7 (1.3) 

  Dyspnoea   2 (0.7)   2 (0.7)   4 (0.7) 

  Acute respiratory failure   2 (0.7)   0 (0.0)   2 (0.4) 

  Pneumothorax   1 (0.4)   4 (1.5)   5 (0.9) 

  Hypoxia   1 (0.4)   1 (0.4)   2 (0.4) 

  Epistaxis   1 (0.4)   0 (0.0)   1 (0.2) 

  Pleuritic pain   1 (0.4)   0 (0.0)   1 (0.2) 

  Pneumonitis   1 (0.4)   0 (0.0)   1 (0.2) 

  Pneumothorax spontaneous   1 (0.4)   0 (0.0)   1 (0.2) 

  Pulmonary oedema   1 (0.4)   0 (0.0)   1 (0.2) 

  Respiratory failure   1 (0.4)   0 (0.0)   1 (0.2) 

  Pleural effusion   0 (0.0)   2 (0.7)   2 (0.4) 

  Asthma   0 (0.0)   1 (0.4)   1 (0.2) 

  Bronchial obstruction   0 (0.0)   1 (0.4)   1 (0.2) 

  Haemoptysis   0 (0.0)   1 (0.4)   1 (0.2) 

  Organising pneumonia   0 (0.0)   1 (0.4)   1 (0.2) 

  Pulmonary artery thrombosis   0 (0.0)   1 (0.4)   1 (0.2) 

  Pulmonary congestion   0 (0.0)   1 (0.4)   1 (0.2) 

  

Gastrointestinal disorders  14 (5.1)   6 (2.2)  20 (3.6) 

  Diarrhoea   5 (1.8)   1 (0.4)   6 (1.1) 

  Vomiting   3 (1.1)   1 (0.4)   4 (0.7) 

  Nausea   3 (1.1)   0 (0.0)   3 (0.5) 

  Colitis   1 (0.4)   0 (0.0)   1 (0.2) 

  Diverticular perforation   1 (0.4)   0 (0.0)   1 (0.2) 
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  Food poisoning   1 (0.4)   0 (0.0)   1 (0.2) 

  Gastritis   1 (0.4)   0 (0.0)   1 (0.2) 

  Gastrointestinal haemorrhage   1 (0.4)   0 (0.0)   1 (0.2) 

  Gastrooesophageal reflux disease   1 (0.4)   0 (0.0)   1 (0.2) 

  Inguinal hernia   1 (0.4)   0 (0.0)   1 (0.2) 

  Upper gastrointestinal haemorrhage   1 (0.4)   0 (0.0)   1 (0.2) 

  Upper gastrointestinal perforation   1 (0.4)   0 (0.0)   1 (0.2) 

  Abdominal pain   0 (0.0)   1 (0.4)   1 (0.2) 

  Ascites   0 (0.0)   1 (0.4)   1 (0.2) 

  Intestinal obstruction   0 (0.0)   1 (0.4)   1 (0.2) 

  Large intestinal obstruction   0 (0.0)   1 (0.4)   1 (0.2) 

  Stomatitis   0 (0.0)   1 (0.4)   1 (0.2) 

  

Cardiac disorders  12 (4.3)   5 (1.8)  17 (3.1) 

  Cardiac failure   3 (1.1)   1 (0.4)   4 (0.7) 

  Coronary artery stenosis   2 (0.7)   0 (0.0)   2 (0.4) 

  Acute myocardial infarction   1 (0.4)   1 (0.4)   2 (0.4) 

  Endocarditis noninfective   1 (0.4)   1 (0.4)   2 (0.4) 

  Cardiac arrest   1 (0.4)   0 (0.0)   1 (0.2) 

  Coronary artery disease   1 (0.4)   0 (0.0)   1 (0.2) 

  Heart failure with preserved ejection 
fraction 

  1 (0.4)   0 (0.0)   1 (0.2) 

  Left ventricular dysfunction   1 (0.4)   0 (0.0)   1 (0.2) 

  Myocardial infarction   1 (0.4)   0 (0.0)   1 (0.2) 

  Myocarditis   1 (0.4)   0 (0.0)   1 (0.2) 

  Tachycardia   1 (0.4)   0 (0.0)   1 (0.2) 

  Atrial fibrillation   0 (0.0)   1 (0.4)   1 (0.2) 

  Mitral valve disease   0 (0.0)   1 (0.4)   1 (0.2) 

  Pericardial effusion   0 (0.0)   1 (0.4)   1 (0.2) 

  

Injury, poisoning and procedural 
complications 

 11 (4.0)   3 (1.1)  14 (2.5) 

  Hip fracture   3 (1.1)   0 (0.0)   3 (0.5) 

  Spinal compression fracture   2 (0.7)   0 (0.0)   2 (0.4) 

  Femur fracture   1 (0.4)   0 (0.0)   1 (0.2) 

  Fibula fracture   1 (0.4)   0 (0.0)   1 (0.2) 

  Humerus fracture   1 (0.4)   0 (0.0)   1 (0.2) 

  Lower limb fracture   1 (0.4)   0 (0.0)   1 (0.2) 

  Patella fracture   1 (0.4)   0 (0.0)   1 (0.2) 
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  Radiation pneumonitis   1 (0.4)   0 (0.0)   1 (0.2) 

  Road traffic accident   1 (0.4)   0 (0.0)   1 (0.2) 

  Brain herniation   0 (0.0)   1 (0.4)   1 (0.2) 

  Femoral neck fracture   0 (0.0)   1 (0.4)   1 (0.2) 

  Lumbar vertebral fracture   0 (0.0)   1 (0.4)   1 (0.2) 

  

Investigations  11 (4.0)   1 (0.4)  12 (2.2) 

  Platelet count decreased   6 (2.2)   0 (0.0)   6 (1.1) 

  Neutrophil count decreased   2 (0.7)   0 (0.0)   2 (0.4) 

  Blood creatinine increased   1 (0.4)   0 (0.0)   1 (0.2) 

  Hepatic enzyme increased   1 (0.4)   0 (0.0)   1 (0.2) 

  International normalised ratio increased   1 (0.4)   0 (0.0)   1 (0.2) 

  Transaminases increased   1 (0.4)   0 (0.0)   1 (0.2) 

  White blood cell count decreased   1 (0.4)   0 (0.0)   1 (0.2) 

  Lymphocyte count decreased   0 (0.0)   1 (0.4)   1 (0.2) 

  

Nervous system disorders  10 (3.6)  11 (4.0)  21 (3.8) 

  Ischaemic stroke   2 (0.7)   0 (0.0)   2 (0.4) 

  Cerebral ischaemia   1 (0.4)   1 (0.4)   2 (0.4) 

  Intracranial pressure increased   1 (0.4)   1 (0.4)   2 (0.4) 

  Cerebral venous sinus thrombosis   1 (0.4)   0 (0.0)   1 (0.2) 

  Haemorrhage intracranial   1 (0.4)   0 (0.0)   1 (0.2) 

  Lacunar infarction   1 (0.4)   0 (0.0)   1 (0.2) 

  Paraesthesia   1 (0.4)   0 (0.0)   1 (0.2) 

  Transient ischaemic attack   1 (0.4)   0 (0.0)   1 (0.2) 

  Vagus nerve disorder   1 (0.4)   0 (0.0)   1 (0.2) 

  Seizure   0 (0.0)   2 (0.7)   2 (0.4) 

  Cerebral haemorrhage   0 (0.0)   1 (0.4)   1 (0.2) 

  Cerebrovascular accident   0 (0.0)   1 (0.4)   1 (0.2) 

  Encephalopathy   0 (0.0)   1 (0.4)   1 (0.2) 

  Headache   0 (0.0)   1 (0.4)   1 (0.2) 

  Presyncope   0 (0.0)   1 (0.4)   1 (0.2) 

  Somnolence   0 (0.0)   1 (0.4)   1 (0.2) 

  Subarachnoid haemorrhage   0 (0.0)   1 (0.4)   1 (0.2) 

  Syncope   0 (0.0)   1 (0.4)   1 (0.2) 

  

Metabolism and nutrition disorders   9 (3.3)   4 (1.5)  13 (2.4) 

  Hyponatraemia   4 (1.4)   2 (0.7)   6 (1.1) 
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  Decreased appetite   4 (1.4)   1 (0.4)   5 (0.9) 

  Cachexia   1 (0.4)   0 (0.0)   1 (0.2) 

  Hyperkalaemia   1 (0.4)   0 (0.0)   1 (0.2) 

  Hypokalaemia   0 (0.0)   1 (0.4)   1 (0.2) 

  

Vascular disorders   7 (2.5)   2 (0.7)   9 (1.6) 

  Embolism   2 (0.7)   1 (0.4)   3 (0.5) 

  Deep vein thrombosis   2 (0.7)   0 (0.0)   2 (0.4) 

  Venous thrombosis limb   2 (0.7)   0 (0.0)   2 (0.4) 

  Hypovolaemic shock   1 (0.4)   0 (0.0)   1 (0.2) 

  Haematoma   0 (0.0)   1 (0.4)   1 (0.2) 

  

Hepatobiliary disorders   7 (2.5)   1 (0.4)   8 (1.5) 

  Drug-induced liver injury   2 (0.7)   0 (0.0)   2 (0.4) 

  Hepatic function abnormal   2 (0.7)   0 (0.0)   2 (0.4) 

  Cholecystitis acute   1 (0.4)   1 (0.4)   2 (0.4) 

  Bile duct stone   1 (0.4)   0 (0.0)   1 (0.2) 

  Cholecystitis   1 (0.4)   0 (0.0)   1 (0.2) 

  Cholelithiasis   1 (0.4)   0 (0.0)   1 (0.2) 

  

Neoplasms benign, malignant and 
unspecified (incl cysts and polyps) 

  6 (2.2)   5 (1.8)  11 (2.0) 

  Colon cancer   1 (0.4)   1 (0.4)   2 (0.4) 

  Dermatofibrosarcoma protuberans   1 (0.4)   0 (0.0)   1 (0.2) 

  Follicular lymphoma   1 (0.4)   0 (0.0)   1 (0.2) 

  Prostate cancer   1 (0.4)   0 (0.0)   1 (0.2) 

  Rectosigmoid cancer   1 (0.4)   0 (0.0)   1 (0.2) 

  Uterine leiomyoma   1 (0.4)   0 (0.0)   1 (0.2) 

  Basal cell carcinoma   0 (0.0)   2 (0.7)   2 (0.4) 

  Breast cancer   0 (0.0)   1 (0.4)   1 (0.2) 

  Renal cancer   0 (0.0)   1 (0.4)   1 (0.2) 

  

Renal and urinary disorders   6 (2.2)   1 (0.4)   7 (1.3) 

  Nephrolithiasis   2 (0.7)   0 (0.0)   2 (0.4) 

  Renal failure   2 (0.7)   0 (0.0)   2 (0.4) 

  Acute kidney injury   1 (0.4)   1 (0.4)   2 (0.4) 

  Ureterolithiasis   1 (0.4)   0 (0.0)   1 (0.2) 
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General disorders and administration site 
conditions 

  5 (1.8)   4 (1.5)   9 (1.6) 

  Pyrexia   2 (0.7)   1 (0.4)   3 (0.5) 

  Asthenia   1 (0.4)   0 (0.0)   1 (0.2) 

  General physical health deterioration   1 (0.4)   0 (0.0)   1 (0.2) 

  Sudden death   1 (0.4)   0 (0.0)   1 (0.2) 

  Death   0 (0.0)   1 (0.4)   1 (0.2) 

  Fatigue   0 (0.0)   1 (0.4)   1 (0.2) 

  Non-cardiac chest pain   0 (0.0)   1 (0.4)   1 (0.2) 

  

Musculoskeletal and connective tissue 
disorders 

  4 (1.4)   2 (0.7)   6 (1.1) 

  Arthralgia   1 (0.4)   0 (0.0)   1 (0.2) 

  Joint swelling   1 (0.4)   0 (0.0)   1 (0.2) 

  Muscular weakness   1 (0.4)   0 (0.0)   1 (0.2) 

  Osteonecrosis of jaw   1 (0.4)   0 (0.0)   1 (0.2) 

  Back pain   0 (0.0)   1 (0.4)   1 (0.2) 

  Rotator cuff syndrome   0 (0.0)   1 (0.4)   1 (0.2) 

  

Ear and labyrinth disorders   3 (1.1)   2 (0.7)   5 (0.9) 

  Otolithiasis   1 (0.4)   0 (0.0)   1 (0.2) 

  Vertigo positional   1 (0.4)   0 (0.0)   1 (0.2) 

  Vestibular disorder   1 (0.4)   0 (0.0)   1 (0.2) 

  Vertigo   0 (0.0)   2 (0.7)   2 (0.4) 

  

Endocrine disorders   1 (0.4)   1 (0.4)   2 (0.4) 

  Inappropriate antidiuretic hormone 
secretion 

  1 (0.4)   0 (0.0)   1 (0.2) 

  Secondary adrenocortical insufficiency   0 (0.0)   1 (0.4)   1 (0.2) 

  

Eye disorders   1 (0.4)   1 (0.4)   2 (0.4) 

  Cataract   1 (0.4)   1 (0.4)   2 (0.4) 

  

Immune system disorders   1 (0.4)   0 (0.0)   1 (0.2) 

  Anaphylactic reaction   1 (0.4)   0 (0.0)   1 (0.2) 

  

Psychiatric disorders   1 (0.4)   0 (0.0)   1 (0.2) 

  Completed suicide   1 (0.4)   0 (0.0)   1 (0.2) 
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Skin and subcutaneous tissue disorders   0 (0.0)   1 (0.4)   1 (0.2) 

  Rash maculo-papular   0 (0.0)   1 (0.4)   1 (0.2) 
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Appendix F. Health-related quality 

of life 

F.1 Introduction 

This report details the analysis of Danish utility values derived from the EQ-5D-5L profiles 

in FLAURA2 using the 5L Danish value set by Jensen CE, 2021[1] . 

The analysis was based on ITT data from DCO 1. 

This report summarises the background, methods and results of the descriptive summary 

and regression analysis of EQ-5D-5L health state utility data in the FLAURA2 study. 

F.2 Background 

Quality of life was assessed within FLAURA2 using the EQ5D. The assessment schedule 

for EQ-5D-5L in FLAURA2 is available from the clinical study protocol. 

The EQ-5D is a standardised measure of self-reported health, developed by the EuroQol 

Group. There are 5 dimensions or domains: mobility, self-care, usual activities, pain and 

discomfort, and anxiety and depression. In the 5-level (‘5L’) version of the questionnaire, 

there are 5 possible levels of response that a subject can give for each dimension: no, 

mild, moderate, severe, and severe / unable to. 

An EQ-5D profile consists of a 5-digit value, with each digit representing a subject’s 

response for each domain. The EQ-5D profiles can be converted to a health state utilities 

using country-specific value sets that are reflective of the country of interest. The 

maximum health state utility value is 1, which represents ‘full health’. A value of 0 

corresponds to a quality of life equivalent to being dead, and negative values are 

possible which represent a quality of life worse than death. 

The results of the utility analysis are intended to provide input data for cost-

effectiveness models, which are required in developing cost-utility analysis. Utilities are 

present in the calculation of quality-adjusted life years (QALYs), which are subsequently 

used to generate the Incremental Cost Effectiveness Ratio (ICER). These are both used to 

support health technology assessment and reimbursement submissions. 

F.3 Methods 

A descriptive summary of the EQ-5D health state utilities by arm and study visit, and by 

arm and progression status is provided in the results section. The summary analysis 

includes estimates of mean, standard deviations, median, and interquartile range (IQR) 

of utility scores in the ITT analysis set of FLAURA2, consisting of all completed EQ-5D-5L 

measures (excluding EQ-5D-5L with any missing domain responses). 
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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[2] 

was used to model EQ-5D-5L health state utilities. 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) 

• Treatment + Progression status 

• Treatment + Progression status + Treatment * Progression status (Both terms 
and their interaction included) 

 

The correlation of repeated utility measurements within subjects over time was captured 

via the specification of covariance structures for the MMRM. This report presents the 

results from the models using the first covariance structure in the sequence that 

successfully converged for all models (i.e., for each of the 4 covariate options). If for a 

particular set of covariates none of the models converged, then no results are presented 

for that model, and the remaining model results are based on the most flexible 

covariance structure for which the models converged. 

The hierarchy of covariance structures tested, in order of most to least flexible, is shown 

below: 

Unstructured – each visit is allowed to have a different variance, and each combination 

of visits is allowed to have a different covariance. 

Toeplitz with heterogeneity – each visit is allowed to have a different variance, 

covariances between measurements depend on how many visits apart they are. 

Autoregressive, order 1 (AR(1)) with heterogeneity – each visit is allowed to have a 

different variance, and covariances decrease based on how many visits apart they are. 

Covariances decrease towards zero as the number of visits between observations 

increases. 

Toeplitz – as above for number 2, but each visit shares the same variance. 

Autoregression, order 1 (AR(1)) – as above for number 3, but each visit shares the same 

variance. 
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For each model, parameter estimates, and marginal (‘least square’) means are presented 

including 95% confidence intervals. 

The marginal (‘least square’) mean provides a model-based estimate of the mean utility 

score by status (treatment and/or Progression status) that is averaged over observations 

and with adjustment for repeated measures. The estimated marginal mean and its 

associated standard error or confidence interval can be used as utility inputs to the 

global cost-effectiveness model. 

All regression output is saved as a spreadsheet file including covariance matrices for the 

parameters. Confidence intervals are based on robust standard error estimates. 

Analysis was performed in R 4.1.0 using the mmrm package 0.3.14 for model fitting. 

F.4 Results - Descriptive analysis 

In total, 7685 EQ-5D-5L observations were available from 539 patients. Of these, 6812 

observations were recorded pre progression and 612 were recorded post progression. 

261 were recorded after censoring for progression, and was not included in the analysis. 
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Utility summary statistics 

Treatment Scenario Subjects Observations Mean (SD) Median (IQR) Min Max 

AZD9291 At baseline visit 252 252 0.81 (0.25) 0.89 (0.77, 0.96) -0.23 1.00 

AZD9291 + Chemo At baseline visit 248 248 0.86 (0.17) 0.92 (0.81, 0.98) -0.14 1.00 

AZD9291 All visits 268 3,651 0.89 (0.16) 0.95 (0.86, 1.00) -0.76 1.00 

AZD9291 + Chemo All visits 267 3,773 0.88 (0.16) 0.93 (0.84, 1.00) -0.76 1.00 

Pooled treatments Pre progression 535 6,812 0.89 (0.15) 0.95 (0.85, 1.00) -0.76 1.00 

Pooled treatments Post progression 194 612 0.83 (0.24) 0.88 (0.81, 1.00) -0.76 1.00 

AZD9291 Pre progression 268 3,286 0.90 (0.15) 0.95 (0.87, 1.00) -0.76 1.00 

AZD9291 Post progression 124 365 0.83 (0.24) 0.88 (0.81, 0.95) -0.76 1.00 

AZD9291 + Chemo Pre progression 267 3,526 0.89 (0.15) 0.93 (0.85, 1.00) -0.38 1.00 

AZD9291 + Chemo Post progression 70 247 0.84 (0.23) 0.89 (0.81, 1.00) -0.76 1.00 

AZD9291 Unknown status 65 88 0.88 (0.19) 0.93 (0.87, 1.00) -0.07 1.00 

AZD9291 + Chemo Unknown status 97 173 0.88 (0.14) 0.91 (0.84, 0.97) 0.08 1.00 

F.5 Results - Regression analysis 

The results presented in this section were generated from MMRMs with the following covariance structure: Autoregressive - order 1 with Heterogeneity. 
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Goodness of fit 

Description converges AIC BIC 

Treatment TRUE -11377.3 -11193.1 

Progression status TRUE -11378.6 -11194.4 

Treatment + Progression status TRUE -11374.4 -11190.3 

Treatment * Progression status TRUE -11372.2 -11188.1 

 

The best fitting model in terms of AIC was the model including a term for Progression status. 

F.6 Results - Summary of Statistical fits 

The following tables contain summaries of the point estimates and marginal means produced from each model. Complete tables for each model with degrees of 

freedom and standard errors are in the appendix. 

F.6.1 Point Estimates 
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Summary of point estimates 

Parameter Treatment Progression status 
Treatment + 
Progression status 

Treatment * 
Progression status 

(Intercept) 
0.903  [SE = 0.006]      
(p = <0.001) 

0.898  [SE = 0.005]      
(p = <0.001) 

0.905  [SE = 0.007]      
(p = <0.001) 

0.907  [SE = 0.006]      
(p = <0.001) 

 AZD9291 + Chemo 
-0.013  [SE = 0.010]      
(p = 0.191) 

 
-0.014  [SE = 0.010]      
(p = 0.156) 

-0.017  [SE = 0.010]      
(p = 0.081) 

 Post progression  
-0.027  [SE = 0.013]      
(p = 0.036) 

-0.030  [SE = 0.013]      
(p = 0.023) 

-0.046  [SE = 0.018]      
(p = 0.011) 

 AZD9291 + Chemo: 
Post progression 

   
0.045  [SE = 0.025]      
(p = 0.076) 

AIC score -11377.3 -11378.6 -11374.4 -11372.2 

F.6.2 Marginal Means 
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Summary of marginal means 

Parameter Treatment Progression status 
Treatment + 
Progression status 

Treatment * 
Progression status 

AZD9291 0.903   (0.891, 0.916)    

AZD9291 + Chemo 0.890   (0.876, 0.905)    

Pre progression  0.898   (0.888, 0.908)   

Post progression  0.871   (0.845, 0.896)   

AZD9291:Pre 
progression 

  0.905   (0.893, 0.918) 0.907   (0.894, 0.920) 

AZD9291 + Chemo:Pre 
progression 

  0.891   (0.877, 0.906) 0.890   (0.875, 0.905) 

AZD9291:Post 
progression 

  0.876   (0.848, 0.903) 0.861   (0.824, 0.897) 

AZD9291 + 
Chemo:Post 
progression 

  0.862   (0.834, 0.889) 0.888   (0.854, 0.922) 

AIC score -11377.3 -11378.6 -11374.4 -11372.2 
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F.7 Appendix 

Observations per visit 

Visit description AZD9291 AZD9291 + Chemo 

Baseline 252 248 

Week 4 248 229 

Week 7 245 226 

Week 10 246 233 

Week 16 225 220 

Week 22 214 222 

Week 28 196 205 

Week 34 192 203 

Week 40 176 191 

Week 46 168 191 

Week 52 149 175 

Week 58 144 163 

Week 64 124 150 

Week 70 120 150 

Week 76 104 134 

Week 82 104 135 

Week 88 76 108 

Week 94 76 105 

Week 100 57 70 

Week 106 57 70 

Week 112 40 33 

Week 118 40 35 

Week 124 21 15 

Week 130 17 13 

Week 136 2 3 

Week 142 2 3 

8 Weeks post PD 114 61 
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Visit description AZD9291 AZD9291 + Chemo 

16 Weeks post PD 77 50 

24 Weeks post PD 61 28 

32 Weeks post PD 37 27 

40 Weeks post PD 28 21 

48 Weeks post PD 13 14 

56 Weeks post PD 11 13 

64 Weeks post PD 5 10 

72 Weeks post PD 3 6 

80 Weeks post PD 4 5 

88 Weeks post PD 1 4 

96 Weeks post PD  2 

104 Weeks post PD  1 

112 Weeks post PD  1 

120 Weeks post PD 1  

128 Weeks post PD 1  

F.8 Model fits: 

F.8.1 Model terms: Treatment 

Parameter Estimates 

Parameter Estimate SE DF t.value p_value 95% LCL 95% UCL 

(Intercept) 0.903 0.006 7422.0 139.004 <0.001 0.891 0.916 

 AZD9291 + Chemo -0.013 0.010 7422.0 -1.307 0.191 -0.032 0.006 

 

Marginal means 

TRT01P Estimate SE DF 95% LCL 95% UCL 

AZD9291 0.903 0.006 7422.0 0.891 0.916 

AZD9291 + Chemo 0.890 0.007 7422.0 0.876 0.905 

 

F.8.2 Model terms: Progression status 



 

 

156 
 

 

Parameter Estimates 

Parameter Estimate SE DF t.value p_value 95% LCL 95% UCL 

(Intercept) 0.898 0.005 7422.0 178.271 <0.001 0.888 0.908 

 Post progression -0.027 0.013 7422.0 -2.102 0.036 -0.053 -0.002 

 

Marginal means 

PFFL Estimate SE DF 95% LCL 95% UCL 

Pre progression 0.898 0.005 7422.0 0.888 0.908 

Post progression 0.871 0.013 7422.0 0.845 0.896 

 

F.8.3 Model terms: Treatment + Progression status 

Parameter Estimates 

Parameter Estimate SE DF t.value p_value 95% LCL 95% UCL 

(Intercept) 0.905 0.007 7421.0 139.255 <0.001 0.893 0.918 

 AZD9291 + Chemo -0.014 0.010 7421.0 -1.418 0.156 -0.033 0.005 

 Post progression -0.030 0.013 7421.0 -2.280 0.023 -0.055 -0.004 

 

Marginal means 

TRT01P PFFL Estimate SE DF 95% LCL 95% UCL 

AZD9291 Pre progression 0.905 0.007 7421.0 0.893 0.918 

AZD9291 + Chemo Pre progression 0.891 0.007 7421.0 0.877 0.906 

AZD9291 Post progression 0.876 0.014 7421.0 0.848 0.903 

AZD9291 + Chemo Post progression 0.862 0.014 7421.0 0.834 0.889 

 

F.8.4 Model terms: Treatment * Progression status 

Parameter Estimates 

Parameter Estimate SE DF t.value p_value 95% LCL 95% UCL 

(Intercept) 0.907 0.006 7420.0 139.713 <0.001 0.894 0.920 

 AZD9291 + Chemo -0.017 0.010 7420.0 -1.746 0.081 -0.037 0.002 

 Post progression -0.046 0.018 7420.0 -2.542 0.011 -0.082 -0.011 
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Parameter Estimate SE DF t.value p_value 95% LCL 95% UCL 

 AZD9291 + Chemo: Post progression 0.045 0.025 7420.0 1.774 0.076 -0.005 0.095 

 

Marginal means 

TRT01P PFFL Estimate SE DF 95% LCL 95% UCL 

AZD9291 Pre progression 0.907 0.006 7420.0 0.894 0.920 

AZD9291 + Chemo Pre progression 0.890 0.008 7420.0 0.875 0.905 

AZD9291 Post progression 0.861 0.019 7420.0 0.824 0.897 

AZD9291 + Chemo Post progression 0.888 0.017 7420.0 0.854 0.922 
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Appendix I. Literature searches 

for health-related quality of life 
Not applicable, no SLR conducted for HRQoL. 
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Figure 38. Summary of First Subsequent Treatments Received in FLAURA2 at DCO: 12 Jun 

2025(54). 
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