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squamous cell carcinoma, adenocarcinoma and large cell carcinoma, of which 

adenocarcinoma is the most common comprising around 40% to 43% of all lung cancer 

cases [7-9]. Patients with NSCLC are often diagnosed with advanced disease (63%) [10], 

defined as locally advanced disease that may have spread to the lymph nodes (Stage III) 

or metastatic disease that has spread to other organs (Stage IV) [11]. 

Epidermal growth factor receptor (EGFR) mutations are the most common activating 

pathway event (genetic mutations which accelerate cancer progression) in NSCLC and 

therefore presents an important therapeutic target. Among patients with NSCLC, 

mutations in the EGFR gene typically occur in exons 18 to 21, with a majority of these 

mutations (90%) comprising exon 19 deletions and L858R point mutations in exon 21 [7], 

referred to as common or sensitising EGFR mutations [6]. The remaining EGFR mutations 

are made up of other less frequent mutations, such as exon 20 insertions (exon20ins), 

S768I, L861Q and G719X [12].  

EGFR exon20ins mutations, is a rare type of NSCLC, and account for 0.1% to 4% of NSCLC 

cases overall and 1% to 12% of EGFR-mutated NSCLC cases, with reported frequencies 

among patients with NSCLC varying by geographic region [13-20].  

The clinical characteristics of patients with NSCLC and EGFR exon20ins are similar to 

patients with classical EGFR mutations. Multiple studies have found that patients with 

EGFR exon20ins-positive NSCLC are typically female, younger, non-smokers and 

diagnosed with metastatic disease [21-26].  

Patients with EGFR exon20ins in the first line (1L) setting have a markedly worse 

prognosis than those with EGFR-mutated NSCLC (real-world 5-year overall survival [OS] 

8% vs. 19%, respectively) [27]. Compared to patients with common EGFR mutations, 

those with exon20ins have a 75% increased risk of death (median overall survival [mOS] 

16.2 vs. 25.5 months) and 93% increased risk of disease progression or death (median 

progression-free survival [mPFS] 5.1 vs. 10.3 months)1 [27, 28]. 

No targeted therapy has been approved for patients with EGFR exon20ins-positive 

NSCLC in the 1L setting in Denmark. Patients typically receive doublet platinum-based 

chemotherapy as standard of care (SoC), as recommended by 2023 guidelines from 

ASCO, NCCN and ESMO and the 2024 Danish treatment guidelines developed by DLCG 

[29-32]. In addition, recommendation of treatment with amivantamab plus carboplatin 

and pemetrexed for patients with stage IV metastatic NSCLC has been recently added to 

the most recent ESMO guidelines [33]. 

While being the most effective treatment available for this population, platinum-based 

chemotherapy is associated with poor survival outcomes in the 1L setting in patients 

with exon20ins (mPFS ranging from 3.0 to 8.9 months and mOS from 16.1 to 38.4 

months) and chemotherapy alone does not provide a durable treatment benefit [24, 26, 

27, 34-44]. EGFR tyrosine kinase inhibitors (TKIs) are unsuitable for patients with 

 

1 Data based on a follow-up period of 34 months. 
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exon20ins due to de novo resistance [5, 6, 45, 46], and real-world outcomes with 

immuno-oncology (IO) drugs are consistently poor in this population [36, 43, 44, 46].  

Patients therefore face a high level of attrition after 1L therapy, with literature 

demonstrating that 54% to 56% of advanced NSCLC patients do not receive 2L therapy 

[47, 48]. Thus, highlighting the urgent unmet need for a targeted treatment upfront that 

can improve efficacy and HRQoL, providing patients with the best possible survival 

outcomes from the start of their treatment journey.  

For the population with the rare exon20ins mutations, the unmet need is high [49, 50], 

despite advances in treatment for EGFR-mutated patients, there remains an ongoing 

need for effective, well-tolerated treatments for exon20ins [49, 50]. The prognosis is 

poor compared with other, more common mutations. Newly diagnosed patients with 

metastatic NSCLC and EGFR exon20ins require an upfront targeted therapy to improve 

their rapid disease progression and dismal outcomes that exist with the current SoC [13, 

35-39, 44]. 

3.2 Patient population 

The patient population relevant for the assessment are adult patients with NSCLC with 

EGFR exon20ins mutations in Denmark. Globally, the frequency of EGFR exon20ins varies 

by geographic region ranging from 0.1% to 4% of NSCLC cases overall and accounting for 

between 1% to 12% of NSCLC EGFR mutations [13-19, 51].  

According to the Danish Lung Cancer Group (DLCG) [52], 4,820 people were diagnosed 

with lung cancer in Denmark in 2018. Approximately, 81% (3,880) being NSCLC [52]. Data 

shows that 58% of the NSCLC patients had adenocarcinoma (non-squamous NSCLC), 24% 

had squamous NSCLC and the rest of the cases were attributed to other types of NSCLC. 

With an EGFR testing coverage of 85% among adenocarcinoma patients (48% coverage 

across all lung cancer patients), 180 patients with EGFR mutations were identified in 

2018 (approx. 9.3% of the tested adenocarcinoma patients had EGFR mutations) [52]. As 

previously described, EGFR exon20ins is a rare type of mutation overall as well as among 

the other EGFR mutations in NSCLC [5, 7, 45, 53]. 

With current estimates, approximately 140 patients have been estimated to have NSCLC 

with EGFR mutations [54]. In the DMC evaluation of amivantamab as monotherapy for 

the treatment of adult patients with advanced NSCLC with EGFR exon20ins, after failure 

of platinum-based therapy, Johnsson & Johnsson internal estimations through interviews 

with key opinion leaders from the Nordics were that 10-16 patients per year will be 

diagnosed with EGFR exon20ins-positive NSCLC [55]. The number of estimated patients 

per year was validated by DMC expert committee since they were included in the 

assessment report of amivantamab mentioned above [55]. 

The incidence is shown in Table 1, while the number of patients eligible for treatment in 

the following five years is presented in Table 2. For the number of patients in Denmark 

who are eligible for treatment in the coming years, the upper bound of 16 patients, from 

the clinical expert estimation was used.  
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recommend offering platinum-based chemotherapy as 1L treatment to patients with 

activating exon20ins and performance status 0-2 [32]. As 2L treatment for this patient 

population with performance status 0-1, guidelines recommend offering treatment 

according to EMA approved treatment of amivantamab after approval in regional 

medical councils [32].  

As there are currently no targeted treatments for patients with activating EGFR 

exon20ins mutations available, the current SoC in Denmark is platinum-based 

chemotherapy, carboplatin in combination with pemetrexed, hereafter referred to as CP, 

in line with the International, European and Danish guidelines developed by DLCG [29-

32]. Newly diagnosed patients with EGFR exon20ins mutations, require an upfront 

targeted therapy to improve their rapid disease progression and dismal outcomes with 

current SoC [13, 35-39, 44]. 

3.4 The intervention 

Rybrevant® (amivantamab) is approved in Europe as monotherapy for treatment of adult 

patients with advanced NSCLC with EGFR exon20ins mutations, after failure of platinum-

based therapy. On April 26th 2023, the DMC did not recommend amivantamab as 

monotherapy for the treatment of adult patients with advanced NSCLC with EGFR 

exon20ins, after failure of platinum-based therapy due to uncertainty about the efficacy 

as the submission was based on a phase 1b study [2]. The European commission granted 

an extension of the indication for amivantamab in combination with carboplatin and 

pemetrexed for the 1L treatment of adult patients with NSCLC with EGFR exon20ins 

mutations, which is the relevant indication in this assessment, issued on 27th of June 

2024 [1]. The European Commission granted a further extension of the indication for 

amivantamab on 27 August 2024. The indication now includes amivantamab in 

combination with carboplatin and pemetrexed for the treatment of adult patients with 

advanced NSCLC with EGFR Exon 19 deletions or Exon 21 L858R substitution mutations 

after failure of prior therapy, including a third-generation EGFR TKI. This indication is not 

included in this STA [1]. 

Amivantamab, is a low-fucose, fully-human IgG1-based EGFR-MET bispecific antibody 

with immune cell-directing activity that targets tumours with activating EGFR exon 20 

insertion mutations (exon20ins). Amivantamab binds to the extracellular domains of 

EGFR and MET. Amivantamab disrupts EGFR and MET signalling functions through 

blocking ligand binding and enhancing degradation of EGFR and MET, thereby preventing 

tumour growth and progression [1].  

Administering amivantamab and chemotherapy together is expected to provide several 

potential benefits with improved outcomes over those demonstrated with either agent 

alone [60]: 

• Amivantamab will provide targeted inhibition of the EGFR pathway, while the 

chemotherapy may eliminate potential tumour cell populations with inherent 

EGFR TKI resistance, thereby delaying disease recurrence [60] 

• The immune cell-directing activity of amivantamab (not associated with EGFR 

TKIs) may provide additional benefit arising from disruption of an inhibitory 
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of DNA, interfering with the 

replication and suppressing 

growth of the cancer cell 

and pyrimidine synthesis—

thymidylate synthase (TS), 

dihydrofolate reductase (DHFR), 

and glycinamide ribonucleotide 

formyltransferase (GARFT). By 

inhibiting the formation of 

precursor purine and pyrimidine 

nucleotides, pemetrexed 

prevents the formation of DNA 

and RNA, which are required for 

the growth and survival of both 

normal cells and cancer cells. 

Method of administration Intravenous infusion Intravenous infusion 

Dosing The recommended dosage of 

carboplatin in previously 

untreated adult patients with 

normal kidney function is 400 

mg/m² as a single short-term IV 

dose administered by a 15 to 60 

minutes infusion. Alternatively, 

the Calvert formula shown 

below may be used to 

determine dosage: Dose (mg) = 

target AUC (mg/ml x min) x [GFR 

ml/min + 25] 

In patients treated for non-small 

cell lung cancer after prior 

chemotherapy, the 

recommended dose of 

pemetrexed is 500 mg/m2 BSA 

administered as an intravenous 

infusion over 10 minutes on the 

first day of each 21-day cycle. 

Dosing in the health 

economic model 

(including relative dose 

intensity) 

Carboplatin: Area under the 

concentration-time curve 5 

mg/mL per minute (AUC 5) on 

Day 1 of each 21-day cycle, for 

up to 4 cycles [3] 

Pemetrexed: 500 mg/m2 (with 

vitamin supplementation) on 

Day 1 of each 21-day cycle, in 

combination with carboplatin 

for up to 4 cycles, and then as 

maintenance monotherapy until 

disease progression [3] 

Based on the PAPILLON patient 

characteristics, validated to be 

representative of the Danish 

patients, the health economic 

model assumes an average 

patient weight of 65.8 kg with a 

BSA of 1.7 m².  

The percentage of dose 

administrations that are skipped 

was derived from PAPILLON 

study and was calculated by 

dividing the number of doses 

that were observed to be given 

in PAPILLON by the doses 

expected to be given based on 

the label dosing using the time 

to treatment discontinuation. 
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Based on the dose reductions 

observed in PAPILLON, a relative 

dose intensity (RDI) value was 

applied. 

Should the medicine be 

administered with other 

medicines? 

No To reduce risk of skin reactions, 

a corticosteroid should be given 

the on the day of pemetrexed 

administration. The 

corticosteroid should be 

equivalent to 4 mg of 

dexamethasone administered 

orally twice a day. To reduce 

toxicity, patients treated with 

pemetrexed must also receive 

vitamin supplementation. 

Patients must take oral folic acid 

or a multivitamin containing 

folic acid (350 to 1000 

micrograms) on a daily basis. At 

least five doses of folic acid 

must be taken during the seven 

days preceding the first dose of 

pemetrexed, and dosing must 

continue during the full course 

of therapy and for 21 days after 

the last dose of pemetrexed. 

Patients must also receive an 

intramuscular injection of 

vitamin B12 (1000 micrograms) 

in the week preceding the first 

dose of pemetrexed and once 

every three cycles thereafter. 

Subsequent vitamin B12 

injections may be given on the 

same day as pemetrexed. 

Treatment duration/ 

criteria for end of 

treatment 

In the PAPILLON study, 

carboplatin was administered 

until progression or 

unacceptable toxicity.  

Carboplatin is a treat-to-

progression therapy. 

In the PAPILLON study, 

pemetrexed was administered 

until progression or 

unacceptable toxicity. 

Pemetrexed is a treat-to-

progression therapy.  

Need for diagnostics or 

other tests (i.e. 

companion diagnostics) 

No No 

Package size(s) 10 mg/ml in a vial of 45 ml  25 mg/ml in a vial of 20 ml 
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Amivantamab monotherapy in the 2L setting is not recommended in Denmark, and 

therefore, an intention-to-treat (ITT) analysis of OS may be biased when patients switch 

to a treatment that is not available in real-world settings. To adjust for crossover in 

PAPILLON, three advanced methods commonly accepted as valid approaches including 

inverse probability of censoring weighting (IPCW), two-stage estimation (TSE) methods, 

and rank-preserving structural failure time (RPSFT) models to generate unbiased 

estimates of OS in case of treatment switching were applied to PAPILLON OS data (31 

October 2023 data cut). This enabled the estimation of the OS benefit for amivantamab + 

CP versus CP in the absence of treatment switching to 2L amivantamab from the CP arm. 

In general, the results from the crossover analyses demonstrate the actual OS benefit of 

amivantamab + CP versus CP to be more apparent in comparison to the ITT analysis.  

Both the IPCW approach and TSE method had greater face validity compared to the 

RPSFT method. The IPCW approach in, was used in the base case in the cost-

effectiveness analysis, particular showcased consistent results when compared to real-

world evidence (NECTAR) compared with the rest of the others treatment switching 

adjustment methods used. 

Figure 3. PAPILLON Study Design [3] 

 

* Stratification based on brain metastases (yes vs. no), ECOG performance status (0 vs. 1), prior EGFR TKI use 
(yes vs. no). † Doses shown by body weight (<80 kg/≥80 kg). ‡ Cycle 1: Days 1/2 (split dose), 8 and 15; Cycle 2: 

Day 1. Abbreviations: AUC 5 = area under the concentration-time curve 5 mg/mL per minute; C = cycle; D = day; 
IV = intravenously; ECOG = Eastern Cooperative Oncology Group; EGFR = epidermal growth factor receptor; 
QW = once weekly; TKI = tyrosine kinase inhibitor. 

 

PAPILLON study results for the ITT analysis for the primary endpoint PFS by BICR and PFS 

after first subsequent treatment (PFS2), based on investigator assessment were based on 

the clinical data cut-off of 03 May 2023 with a median follow up of 14.92 months. OS 

data ITT analysis was based on a later data cut-off of 31 of October 2023 with a median 

follow-up time in the interim analysis of OS is 20.9 months (see section 6.1.4). This 

additional interim analysis was conducted due to a request by EMA and was only done 

for OS. 

Crossover adjusted OS among patients who crossed over to 2L amivantamab after 

treatment with CP (n=78) are presented in section 6.1.4.4  and Appendix D.2.9.  
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PFS by investigator, ORR and DoR were based on the clinical data cut-off 3 May 2023, 

results are presented in Appendix B.  

An overview of the trial design is shown in below, Table 10. Further details are described 

in Appendix A.  

The ongoing trials for amivantamab are listed in Appendix A (Table 55). 
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Cross over adjusted OS among patients who crossed over to amivantamab 2L after 

treatment with CP are presented in from the October 31, 2023 data cut-off. 

Table 15 in the comparative analysis section 7.1.3, presents the summary results for the 

key outcomes used in this assessment and relevant differences between the treatment 

arms, including PFS, PFS2 and OS and the results from the cross over adjusted OS. 

Further details have been included in Appendix B.  

The results for other outcomes in PAPILLON, from the ITT analysis, which are ORR, DOR 

and TTDD from the May 03, 2023 data cut-off, are presented in Appendix B. 

6.1.4.1 Progression free survival (Intention-to-treat analysis) 

The results presented are from the ITT analysis, with the May 03 2023, data cut-off. The 

analysis was performed after 216 BICR-assessed PFS events had been observed. Of the 

216 BICR-assessed PFS events, there were 84 events in the amivantamab + CP arm and 

132 events in the CP arm [68]. The results showed that the primary endpoint was met, 

with amivantamab + CP demonstrating a longer median PFS (mPFS) by BICR of 11.4 

months (95% CI: 9.8, 13.7) compared with 6.7 months (95% CI: 5.6, 7.3) with CP [61]. The 

event-free rates in the amivantamab + CP and CP alone arms were 48% and 13%, 

respectively, at 12 months and 31% and 3% at 18 months [61]. 

Amivantamab + CP significantly reduced the risk of disease progression or death by 60% 

vs. CP alone (HR 0.40 [95% CI: 0.30, 0.53]; p<0.001) (Figure 4).  The Kaplan-Meier plot of 

PFS in Figure 4 shows a distinct early separation between the treatment arms favouring 

amivantamab + CP following the second disease assessment (i.e., after completion of 4 

cycles of treatment) [68]. 

Figure 4. Primary endpoint: PFS by BICR for amivantamab + CP versus CP at data cut-off 03 May 

2023 (Intention-to-treat analysis) [61] 
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Abbreviations: BICR = blinded independent central review; CI = confidence interval; CP = carboplatin + 

pemetrexed; PFS = progression-free survival. Censoring of data is indicated by tick marks and median PFS is 
indicated by dashed lines. 

 

Amivantamab + CP also demonstrated consistent PFS benefit by BICR across all 

prespecified clinically relevant subgroups, although the 95% CI included 1 in the 

subgroup of patients aged ≥75 years (n=27) and among patients with a history of brain 

metastases at baseline (n=71)(Figure 5)[68]. Notably, the treatment benefit was 

independent of race and age [68]. 

Figure 5. PFS by BICR across prespecified clinically relevant subgroups [61] at data cut-off 03 May 

2023 

BICR = blinded independent central review; CI = confidence interval; ECOG = Eastern Cooperative Oncology 
Group; PFS = progression-free survival. The grey box indicates the 95% confidence intervals for the overall 

hazard ratio in all the patients. 

 

Additionally, results of the unstratified analysis of BICR-assessed PFS were consistent 

with the primary stratified analysis, demonstrating a treatment benefit with 

amivantamab + CP (HR 0.389 [95% CI: 0.293, 0.516]) [68]. 

6.1.4.2 Progression free survival after subsequent therapy (Intention-to treat 

analysis) 

Progression free survival after subsequent therapy (PFS2) was defined as the progression 

free survival after first subsequent therapy. Results are presented from the ITT analysis, 

at the May 03 2023, data cut-off. After a median follow-up of 14.92 months, there were 
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more PFS2 events in the CP arm compared with ACP arm 61 (39.4%) of participants 

versus 33 (21.6%)[68].  

At a median follow-up of 14.9 months, the mPFS2 was not evaluable (95% CI: 22.8, not 

evaluable) for amivantamab + CP compared with 17.3 months (95% CI: 14.0, 21.5) for CP 

[61]. Amivantamab + CP led to a significant reduction of 51% in the risk of progression or 

death after first subsequent therapy compared with CP (HR 0.493 [95% CI: 0.320, 0.759]; 

nominal p=0.001), demonstrating a clinically meaningful improvement [68]. The event-

free rate was 67% with amivantamab + CP and 46% with CP at 18 months [68]. 

Figure 6. PFS after first subsequent therapy (PFS2) for amivantamab + CP vs. CP at data cut-off 03 

May 2023 (Intention-to-treat analysis)[61] 

 

CI = confidence interval; CP = carboplatin + pemetrexed; NE = not evaluable; PFS = progression-free survival. 
Censoring of data is indicated by tick marks. Definitive treatment effects cannot be inferred by the 95% CI 
because widths have not been adjusted for multiplicity. 

6.1.4.3 Overall survival (Intention-to-treat-analysis) 

There was a total of 70 death events reported across both arms combined; 28 in the 

amivantamab + CP arm and 42 in the CP arm [68]. Results at the interim ITT OS analysis 

(33% maturity) with the May 03 2023 data cut-off there was a trend towards improved 

OS in the amivantamab + CP arm (HR 0.67 [95% CI: 0.42, 1.09]; p=0.11), despite 71 of 107 

(66%) patients with disease progression in the CP arm receiving subsequent 

amivantamab monotherapy [68].  

These data have been further updated with a new data cut-off from the October 31 2023 

(Figure 7)[61]. The new OS shows a similar trend, with a HR of 0.756 [95% CI: (0.50, 

1.140); p=0.18]. 
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additional OS data from the later data cut of 31 October 2023. Survival models were 

fitted to individual subject data from the trial. The standard survival models—the 

exponential, Weibull, Gompertz, log-logistic, lognormal, gamma, and generalised gamma 

were fitted to the trial data. 

The process of selecting a distribution was in line with NICE Decision Support Unit 

guidance [72, 73]. The process involves visual inspection of models against KM curves, 

statistical fit through AIC and BIC, and consideration of the extrapolation's clinical 

plausibility.  

To ensure that parametric curves do not cross, PFS could not exceed OS; PFS hazards 

could not be less than OS hazards at any point. To ensure that PFS and OS extrapolations 

did not provide implausible estimates of mortality, mortality in the model was bound by 

the age- and gender-specific natural mortality of the general population, calculated using 

Danish life tables [74]. 

8.1.1 Extrapolation of efficacy data 

8.1.1.1 Adjusting for cross-over  

Cross-over occurs when patients switch from the control arm to the experimental arm 

during a trial, which can bias the OS analyses. As of the 31st of October 2023, data cut-

off in PAPILLON, per protocol (n=78) patients received 2L amivantamab monotherapy as 

subsequent treatment after disease progression in the CP arm.  

The NICE Decision Support Unit (DSU) advise that an intention-to-treat (ITT) analysis of 

OS is inappropriate when cross-over is allowed or subsequent treatment is not used (or 

used less frequently) in real-world settings [75]. To correct for this bias, statistical 

methods such as the two-stage estimation (TSE), rank preserving structural failure time 

(RPSFT), and inverse probability of censoring weight (IPCW) may be used. The key 

characteristics and assumptions of these methods are provided in Appendix D. 

IPCW is particularly effective in adjusting for crossover because it weights patients based 

on the probability of remaining uncensored, thereby correcting for bias without making 

strong parametric assumptions and accounting for time-varying factors. The IPCW 

method can handle time-varying censoring and is less prone to problems when patient 

dropout or crossover occurs at various stages of the trial and is often the method of 

choice in oncology trials where long-term survival and dynamic treatment switching are 

common.  

The IPCW per protocol method has been chosen for the base case, with the ITT 

population analysis (not adjusted for cross-over) presented in the Appendix D. 

8.1.1.2 Extrapolation of PFS (BICR) 

A summary of assumptions associated with the extrapolation of PFS as measured by BICR 

is presented in Table 16. 





 
51 

 

PFS was the primary endpoint of the PAPILLON trial. Further details concerning the 

extrapolations of PFS can be found in Appendix D. Figure 8 shows the PFS (BICR) KM 

curves for amivantamab + CP and CP alone based on the clinical cut-off date of 03 May 

2023.  

Figure 8. PAPILLON PFS (BICR) KM curves for amivantamab + CP and CP 

 

Abbreviations: ACP = amivantamab + carboplatin + pemetrexed; BICR = blinded independent central review; CP 
= carboplatin + pemetrexed; KM = Kaplan-Meier; PFS = progression-free survival. 

 

The long-term PFS extrapolations for amivantamab + CP and CP are presented in Figure 

9Figure 12 and Figure 10Figure 11, respectively.   

Figure 9. Long-term PFS (BICR) projections of CP 
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Figure 10. Long-term PFS (BICR) projections of amivantamab + CP 

 

Section D.1 presents details on the goodness-of-fit, predicted landmark PFS rates, 

median, and estimated mean for each distribution for the amivantamab + CP and CP 

arm, respectively.  

The PFS KM curve was mature for CP alone, and the decision on the base-case 

parametric distribution was based on the statistical fit and the clinical plausibility of the 

predictions. According to AIC and BIC, the gamma curve was the best-fitting distribution 

for the more mature CP arm (Table 60).  

The gamma distribution was also a good fit for amivantamab + CP (Table 61). As there is 

no reason to expect different hazard shapes for the two arms in the model [72, 73], 

coupled with clinically plausible extrapolation (close to all subjects progressed at five 

years) the gamma distribution was selected for the base case. Alternative distributions 

were tested in scenario analyses. 

Figure 11. Long-term PFS projections of CP alone 

 

Abbreviations: BICR = blinded independent central review; CP = carboplatin + pemetrexed; KM = Kaplan-Meier; 
PFS = progression-free survival 
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Figure 13. PAPILLON OS KM Curves for amivantamab + CP and CP – October 2023. 

 

Abbreviations: ACP = amivantamab + carboplatin + pemetrexed; CP = carboplatin + pemetrexed; KM = Kaplan-
Meier; OS = overall survival. 

 

The base case analysis used the IPCW estimation for per protocol switches (n=78) to 

extrapolate OS in the CP arm. The IPCW was chosen for the base case because 

minimising bias, the flexibility in handling trial complexities, and provides clear, 

interpretable results. 

Figure 14 shows the OS KM curves for CP and CP adjusted for treatment switch to 

amivantamab per protocol (n=78) using different adjustment methods. 
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Questionnaire Core 30 (EORTC QLQ-C30), Patient-Reported Outcomes Measurement 

Information System Physical Function (short-form; PROMIS-PF)[3].  

The EQ-5D-5L is a validated tool to measure health status and health utility, including 

mobility, self-care, usual activities, pain, discomfort, and anxiety/depression[77], and it 

was the tool used to assess HSUV in the model. The EORTC-QLQ-C30 assesses functioning 

domains and common cancer symptoms with recall in the past week[78]. PROMIS-PF is 

used to characterize and better understand overall health, level of physical disability, and 

general well-being. These two instruments were used to support the main EQ-5D-5L 

analysis. 

PAPILLON PRO results presented in the following sections are reported for randomised 

patients who received at least one dose of study treatment and have at least one 

evaluable post-baseline PRO measurement [62, 79, 80]. Compliance at baseline was high 

(>97%) across all PRO measures in both the amivantamab + CP and the CP alone arms, 

with rates of compliance exceeding 80% through Cycle 31 [80].  

A higher number of patients in the CP alone arm discontinued treatment, especially at 

later cycles, resulting in greater attrition rates in expected PRO assessments compared 

with the amivantamab + CP arm[80]. A notable decrease in sample sizes was observed in 

both treatment arms (after Cycle 13 for the CP arm and after Cycle 19 for the 

amivantamab + CP arm) which led to <25% of the baseline sample still remaining on 

treatment at later PRO assessments[80]. Overall, the PRO results suggest that the clinical 

benefits of treatment with amivantamab + CP were achieved without compromising 

patient HRQoL[79]. 

10.1 Presentation of the health-related quality of life EQ-5D-

5L and EQ VAS 

10.1.1 Study design and measuring instrument – EQ-5D-5L 

The  EQ-5D-5L instrument was used to evaluate overall HRQoL of the patients in both 

treatment arms[79]. The EQ-5D-5L is a self-administered questionnaire consisting of five 

dimensions (i.e., mobility, self-care, pain, usual activities, and anxiety/depression) and a 

health status rating scale. Each dimension has five levels of severity” corresponding to 

the degree of problems encountered: “no problems,” “slight problems,” “moderate 

problems,” “severe problems,” and “extreme problems.” The instrument provides a 

simple descriptive profile for each participant. 

EQ-5D-5L data were collected in the PAPILLON clinical study in line with the study 

protocol. All patients in the ITT population who had filled out the EQ-5D-5L questionnaire 

at baseline, as well as at least one other observation on a later date (i.e., the EQ-5D-5L 

evaluable population) were considered eligible for the utility analyses. Missing 

observations were excluded from the main analysis. 

Similar positive baseline overall HRQoL scores were reported for patients receiving 

amivantamab + CP and CP alone, which were maintained while on treatment. 
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Figure 17. Mean change from baseline EQ-5D utility scores (Danish tariff) 

 

Abbreviations: C: cycle; CI: confidence interval;EQ-5D: EuroQol instrument 5 dimensions 

11 88 0.8871 (0.016) 59 0.8654 (0.0246) 0.0217 (-0.0337;0.0771) 

13 73 0.8833 (0.019) 46 0.8467 (0.0303) 0.0366 (-0.0306;0.1039) 

15 60 0.8742 (0.0168) 33 0.9008 (0.0211) -0.0267 (-0.0813;0.028) 

17 48 0.8556 (0.0217) 19 0.9279 (0.0174) -0.0723 (-0.1449;0.000193) 

19 33 0.8899 (0.0168) 11 0.9187 (0.0304) -0.0288 (-0.0972;0.0396) 

21 26 0.8785 (0.0232) 8 0.9153 (0.021) -0.0368 (-0.126;0.0524) 

23 18 0.9218 (0.0172) 7 0.9203 (0.0175) 0.00149 (-0.0604;0.0633) 

25 13 0.8656 (0.0196) 4 0.873 (0.0251) -0.00738 (-0.089;0.0742) 

27 10 0.8667 (0.027) 3 0.896 (0.0711) -0.0293 (-0.1648;0.1062) 
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Figure 18. Mean change from baseline EQ VAS scores 

 

Abbreviations: C: cycle; CI: confidence interval;EQ VAS: EuroQol visual analogue scale. 

10.2 Presentation of the health-related quality of life EORTC-

QLQ-C30 

10.2.1 Study design and measuring instrument – EORTC-QLQ-C30 

The European Organization of Research and Treatment of Cancer Quality of Life 

Questionnaire Core 30 (EORTC-QLQ-C30) was used in the PAPILLON study to assesses 

functioning domains and common cancer symptoms with recall in the past week. Similar 

baseline functioning and global health status scores were reported for patients receiving 

amivantamab + chemotherapy and chemotherapy alone, which were maintained while 

on treatment [80]. For global health status and all functioning scales, the mean change 

from baseline was <10 points up to Cycle 15 in each trial arm [80]. 

10.2.2 Data collection - EORTC-QLQ-C30 

In PAPILLON, EORTC-QLQ-C30 data, together with the other HRQoL instruments, were 

collected at the following time points [3]: 

• Cycle 1, Day 1 

• First day of every other following cycle (Cycle 3, 5, 7, etc.) ± 3 days 

• 30 days after last dose ± 7 days 

• Every 12 weeks ± 14 days during study follow-up for 1 year 

 

Table 29 shows the pattern of missing data and completion for both amivantamab + CP 

combined with CP alone. EORTC-QLQ-C30 data were collected in the PAPILLON clinical 
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patients receiving amivantamab + chemotherapy compared to patients receiving 

chemotherapy alone [80].  

At 6 months and 12 months post-baseline, the chemotherapy group had a larger 

proportion of “Off Treatment” patients compared to the amivantamab + chemotherapy 

group [81]. Consequently, a larger proportion of patients in the amivantamab + 

chemotherapy group reported improved or stable global health status and functioning at 

these landmarks. 

Patients reported low symptom burden at baseline that was maintained while on 

treatment with amivantamab + chemotherapy or chemotherapy alone, as measured by 

the EORTC-QLQ-C30 symptom scales[79, 80]. Mixed-model repeated measures (MMRM) 

analyses were performed to identify differences in the change from baseline for each 

symptom scale between the amivantamab + chemotherapy vs. chemotherapy alone arm 

[80]. 

When significant differences in symptoms were observed between the amivantamab + 

chemotherapy and chemotherapy alone arms, these tended to favour amivantamab + 

chemotherapy; however, results should be interpreted with caution as data observed at 

later timepoints are limited by smaller numbers of patients receiving treatment [80]. A 

summary of the significant differences in symptoms is reported below: 

• Patients receiving chemotherapy alone experienced a statistically significant 

worse change in diarrhoea symptoms compared to patients receiving 

amivantamab + chemotherapy at Cycle 9 (LS mean score difference: -4.3 [95% 

CI: -7.6, -0.9]; p=0.014) and Cycle 15 (LS mean score difference: -5.2 [95% CI: -

10.0, -0.4]; p=0.035)[80]. 

• Worsening in nausea and vomiting symptoms was significantly greater for 

patients treated with chemotherapy alone compared to patients treated with 

amivantamab + chemotherapy at Cycle 3 (LS mean score difference: -6.3 [95% 

CI: -9.6, -3.1]); p<0.001 and Cycle 13 (LS mean score difference: -5.1 [95% CI: -

9.7, -0.5]; p=0.029)[80]. 

• Patients receiving chemotherapy alone experienced a statistically significant 

worse change in appetite loss from baseline compared to patients receiving 

amivantamab + chemotherapy at Cycle 13 (LS mean score difference: -7.7 [ 95% 

CI: -15.3, -0.1]; p=0.046) [80].  

• Patients receiving amivantamab + chemotherapy experienced a significantly 

greater improvement in insomnia compared to patients receiving 

chemotherapy alone at Cycle 9 (LS mean score difference: -7.0 [95% CI: -12.8, -

1.2]; p=0.019) and Cycle 13 (LS mean score difference: -7.3 [95% CI: -14.5, -0.2]; 

p=0.044) [80].  

• Patients receiving chemotherapy alone reported greater worsening in fatigue 

compared to patients receiving amivantamab + chemotherapy at Cycle 13 (LS 

mean score difference: -7.9 [95% CI: -14.2, -1.5]; p=0.015) and Cycle 23 (LS 

mean score difference: -14.0 [95% CI: -27.9, -0.1]; p=0.049) [80].  

• Improvement in dyspnoea was significantly greater for patients treated with 

amivantamab + chemotherapy compared to patients treated with 

chemotherapy alone at Cycle 7 (LS mean score difference: -6.7 [95% CI: -12.2, -





 
74 

 

Figure 19. Mean change from baseline - EORTC-QLQ-C30 Global health status/QOL 

 

Abbreviations: C: cycle; CI: confidence interval; EORTC-QLQ-C30: The European Organization of Research and 
Treatment of Cancer Quality of Life Questionnaire Core 30. 

10.3 Presentation of the health-related quality of life PROMIS-

PF 

10.3.1 Study design and measuring instrument – PROMIS-PF 

Patient-Reported Outcomes Measurement Information System - Physical Functioning 

(PROMIS-PF) assesses physical function, including upper, central, and lower extremity 

functions and instrumental activities of daily living. The 8 items of the PROMIS-PF v2.0 

short form 8c were used to evaluate physical ability levels and daily living activities [80]. 

Similar baseline PROMIS-PF scores were reported for patients in both treatment arms, 

which remained high throughout the treatment phase [80]. The questionnaire was 

administered per study protocol, in line with the others HRQoL instruments. 

10.3.2 Data collection – PROMIS-PF 

In PAPILLON, PROMIS-PF data, together with the other HRQoL instruments, were 

collected at the following time points [3]: 

• Cycle 1, Day 1 

• First day of every other following cycle (Cycle 3, 5, 7, etc.) ± 3 days 

• 30 days after last dose ± 7 days 

• Every 12 weeks ± 14 days during study follow-up for 1 year 
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13 82 47.79 (0.807) 48 46.98 (1.225) 0.810 (95%CI:-2.07, 3.69) 

15 65 47.06 (0.934) 36 49.08 (1.334) -2.150 (95%CI:-5.34, 1.04) 

17 51 46.93 (1.085) 19 49.83 (1.234) -3.100 (95%CI:-6.32, 0.12) 

19 37 46.73 (1.192) 12 47.86 (1.168) 0.040 (95%CI:-3.23, 3.31) 

21 30 47.9 (1.572) 8 49.15 (2.503) -2.080 (95%CI:-7.87, 3.71) 

23 25 47.07 (1.59) 7 49.33 (1.584) -2.410 (95%CI:-6.81, 1.99) 

25 16 46.92 (1.408) 4 48.9 (2.045) -2.920 (95%CI:-7.79, 1.95) 

27 12 45.98 (1.847) 3 48.3 (2.762) -2.320 (95%CI:-8.83, 4.19) 

 

10.4 Health state utility values (HSUVs) used in the health 

economic model 

10.4.1 HSUV calculation 

A pooled cohort was used to estimate health state specific mean utility values. Cycle 

specific MMRM analyses were conducted so that utility estimates of patients who have 

progressed before a cycle do not influence the utility estimate for that cycle. First, for 

each EQ-5D-5L collection time point, a separate MMRM was fit using information only 

from patients who stayed progression-free until that time point, including all their 

available EQ-5D-5L results up to and including that time point, and using the visit as a 

categorical predictor, to get time specific utility estimates. Second, from each of these 

MMRMs, the least squares (LS) mean estimate of the last time point was used as the 

utility estimate for that time point. These time-specific LS estimates (each obtained from 

a different MMRM) are plotted in Figure 21. Each MMRMs had the compound symmetry 

correlation structure, assuming variances are homogenous. This means that 

the variability of utility measurements is constant at each cycle. Compound symmetry 

(CS) structure was selected based on the correlation structure with the lowest AIC from 

an MMRM that included all PRO values during PFS (the area under the curve of the 

progression-free estimates presented in Figure 21 (0.8851, standard error 0.00343) was 

used as the mean state utility in the progression-free state.  

Progressed disease (PD) state utilities were estimated from patients who progressed in 

PAPILLON data, using a mixed-model repeated measures (MMRM) model that accounted 

for correlations between PRO measurements from the same patients.  

Preference weights based on the general Danish population (Jensen et al. [82]) was used 

to calculate EQ-5D-5L index scores as utility weights in the model. Furthermore, the 

health-related utilities in the states have been age-adjusted according to the DMC 

guidelines. 
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Figure 24 presents the incremental cost and effectiveness results obtained from the PSA 

on the cost-effectiveness plane, showing that consistent with the deterministic results, 

amivantamab + CP was more effective and more expensive in the majority of 

simulations.  

Figure 23. Incremental Cost-effectiveness Scatterplot 

 

Abbreviations: CP = carboplatin + pemetrexed; QALY = quality-adjusted life year. 

 

Table 21 presents the cost-effectiveness acceptability curves for the two treatment arms. 

The horizontal axis represents a cost-effectiveness threshold in terms of cost per QALY, 

while the vertical axis represents the probability of a given treatment being the optimal 

therapy at the given threshold.  

Figure 24. Cost-effectiveness Acceptability Curve 

 

Abbreviations: CP = carboplatin + pemetrexed; QALY = quality-adjusted life year. 
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The stability of the ICER based on the number of probabilistic sensitivity analysis (PSA) 

simulations conducted is shown in Figure 25. As the number of PSA iterations increases, 

the mean ICER values begin to stabilize, indicating that the mean ICER is converging to a 

more stable estimate. After approximately 300-500 iterations, the curve flatten and 

beyond this point, increasing the number of simulations has minimal impact on the mean 

ICER value.  

Figure 25. Convergence plot 

 

Abbreviations: ICER = Incremental cost effectiveness ratio; PSA: probabilistic sensitivity analysis 

12.2.3 Scenario analysis  

Scenario analyses were conducted to test the robustness of the model considering the 

structural and methodological uncertainties relevant for the Danish clinical setting (Table 

51). These included assumptions around:  

• Treatment-switching adjustment  

• Discount rate 

• Time horizon 

• Parametric distributions used to extrapolate amivantamab + CP and CP PFS, 

OS, 

• Treatment duration 

 

The ICER was robust in most scenarios tested, as the variations in the results across 

different scenarios do not show extreme or unreasonable fluctuations.  
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12.2.4 Conclusion 

Lung cancer is the leading cause of cancer mortality worldwide, and NSCLC composes 

85% of lung cancer cases. EGFR exon20ins is a rare mutation associated with poor 

prognosis and HRQoL, for which no approved targeted therapies are available in the 1L 

setting. There is a clear and urgent unmet need for a targeted treatment that can 

improve efficacy and HRQoL upfront, providing patients with the best possible survival 

outcomes from the start of their treatment journey. 

Over the lifetime time horizon, there was a substantial gain in QALY, 1.79 incremental 

QALYs and higher total costs, incremental cost 1,004,213 DKK of the amivantamab + CP 

arm compared to CP alone. The ICER was estimated to 559,873 DKK per QALY gained 

compared to CP alone. 

Similarly, in the sensitivity analysis and scenarios run, amivantamab + CP is more 

effective but costlier than CP alone. In the OWSA, the utility for progressed disease, 

proportion of patients <80 kg, resource use and proportion of patients receiving 

subsequent lines of treatments impacted the results the most. It is relevant to highlight 

that resource use, hour rates and patients cost related to the lengthy administration of 

amivantamab is driving the costs. In the near future, the subcutaneous administration 

for amivantamab would be available, which is predicted to reduce the burden of 

administration, therefore reducing the cost profile of the intervention. 

The overall pattern of the scenario analysis suggested that the ICER is reasonably stable 

and robust across most scenarios tested, although there are some variations based on 

specific factors. The robustness is especially evident in the base case and under typical 

adjustments like treatment switching or discount rates. 

Loglogistic 

Loglogistic 

1,223,768  1.81 1,223,768  

Gen Gamma 

Gen Gamma 

1,038,465  1.80 1,038,465  

Treatment 

duration  

TTDD To test the 

impact of 

TTDD to 

define 

treatment 

duration 

1,075,336  1.79 1,075,336  

Patient cost No To explore 
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health care 
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stratification 

factors, n 

after the time of locally advanced or 

metastatic disease diagnosis by either 

EGFR Exon 19del or Exon 21 L858R 

mutation. 

Intervention  Part 1: Amivantamab Monotherapy + 

Combination Dose Escalations. Combination 

treatments: Lazertinib + Amivantamab or 

carboplatin + pemetrexed + Amivantamab. 

Part 2: Amivantamab Monotherapy + 

Combination Dose Expansion. Combination 

treatments: Lazertinib + Amivantamab. 

Amivantamab and Lazertinib Lazertinib + Amivantamab + Pemetrexed + 

Carboplatin 

Comparator  Osimertinib + Placebo 

Lazertinib + Placebo 

Carboplatin + Pemetrexed 

Primary endpoint • Part 1:  

o Number of Participants 

With Dose Limiting 

Toxicity (DLT). 

• Part 2:  

o Number of Participants 

With Adverse Events (AEs) 

and Serious AEs. 

o Overall Response Rate 

(ORR) 

o Duration of Response 

(DOR) 

o Percentage of Participants 

With Clinical Benefit 

Progression-Free Survival (PFS) According to 

RECIST v1.1 by Blinded Independent Central 

Review (BICR) 

Progression-Free Survival (PFS) According to 

RECIST v1.1 by Blinded Independent Central 

Review (BICR) 
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• Trough Serum Concentration 

(Ctrough) of Amivantamab 

• Area Under the Curve From Time 

Zero to End of Dosing Interval 

(AUCtau) of Amivantamab 

Key secondary 

endpoints 

• Maximum Serum 

Concentration (Cmax) of 

Amivantamab 

• Time to Reach Maximum 

Observed Serum Concentration 

(Tmax) of Amivantamab 

• Area Under the Serum 

Concentration-Time Curve 

From t1 to t2 Time (AUC[t1-t2]) 

of Amivantamab 

• Area Under the Curve From 

Time Zero to End of Dosing 

Interval (AUCtau) of 

Amivantamab 

• Trough Serum Concentration 

(Ctrough) of Amivantamab 

• Maximum Serum 

Concentration (Cmax) of 

Lazertinib 

• Time to Reach Maximum 

Observed Serum Concentration 

(Tmax) of Lazertinib 

• Trough Serum Concentration 

(Ctrough) of Lazertinib 

• Accumulation ratio (R) of 

Amivantamab 

• Number of Participants With 

Anti-Drug Antibodies (ADA) 

• Overall Survival (OS) 

• Objective Response Rate (ORR) 

• Duration of Response (DOR) 

• Progression-Free Survival After First 
Subsequent Therapy (PFS2) 

• Time to Symptomatic Progression 
(TTSP) 

• Intracranial PFS 

• Incidence and Severity of Adverse 
Events (AEs) 

• Number of Participants with Clinical 
Laboratory Abnormalities 

• Number of Participants with Vital Signs 
Abnormalities 

• Number of Participants with Physical 
Examination Abnormalities 

• Serum Concentration of Amivantamab 

• Plasma Concentration of Lazertinib 

• Number of Participants with Anti-
Amivantamab Antibodies 

• Change from Baseline in Non-Small Cell 
Lung Cancer - Symptom Assessment 
Questionnaire (NCSLC-SAQ) 

• Change from Baseline in European 

Organization of Research and 

Treatment of Cancer Quality of Life 

Questionnaire Core 30 (EORTC-QLQ-

C30) 

• Objective Response as Assessed by 
BICR 

• Overall Survival (OS) 

• Duration of Response (DoR) 

• Time to Subsequent Therapy (TTST) 

• Progression-Free Survival After First 
Subsequent Therapy (PFS2) 

• Time to Symptomatic Progression 
(TTSP) 

• Intracranial PFS 

• Intracranial Objective Response 
Rate (ORR) as Assessed by BICR 

• Intracranial Duration of Response 
(DOR) as Assessed by BICR 

• Time to Intracranial Disease 
Progression as Assessed by BICR 

• Number of Participants with 
Adverse Events (AEs) 

• Number of Participants with Clinical 
Laboratory Abnormalities 

• Serum Concentration of 
Amivantamab 

• Plasma Concentration of Lazertinib 

• Number of Participants with Anti-
Amivantamab Antibodies 

• Non-Small Cell Lung Cancer - 
Symptom Assessment 
Questionnaire (NSCLC-SAQ) 

• European Organization of Research 
and Treatment of Cancer Quality of 
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• Progression-Free Survival (PFS) 

• Time to Treatment Failure (TTF) 

• Overall Survival (OS) 

Life Questionnaire Core 30 (EORTC-
QLQ-C30) Score 

• Patient Reported Outcomes 
Measurement Information System-
Physical Function (PROMIS-PF) 

Primary data cut 2024-01-31 2024-04-30 (estimated) 2023-07-10 

Estimated 

completion date 

2025-06-30 2027-06-09 2025-12-08 

Relevance of this 

study for the 

decision problem 

Supportive evidence of the efficacy. Not used 

in the health economic analysis. 

Supportive evidence of the efficacy. Not used 

in the health economic analysis. 

Supportive evidence of the efficacy. Not 

used in the health economic analysis. 

 

  





     115 
 

randomization, 

and study arm. 

Median 

PFS, 

months 

(INV 

assessed) 

Amivantamab 

+ CP 

153 12.9 

months 

(11.4, 

16.7)  

 

6.0 

months 

(3.15, 

8.85) 

NA HR:   Analysed using 

the same 

method as the 

analysis of 

BICR assessed 

PFS 

PAPILLON  [61] 

CP alone 155 6.9 

months 

(6.2, 

8.3) 

      PAPILLON [61] 

PFS2, 

median 

months 

Amivantamab 

+ CP 

153 NE 

(22.77, 

NE) 

NE NE NE HR: 0.493  0.320, 

0.759 

0.001 Analyzed using 

the same 

method as the 

analysis of PFS 

PAPILLON [61] 

CP alone 155 17.25 

months 

(13.96, 

21.52) 

      PAPILLON [61] 

OS, 

median 

months 

(31st 

Ocotber 

2023 

DCO) 

Amivantamab 

+ CP 

153 NE 

(28.3, 

NE) 

NE NE NE HR: 0.756 0.50, 

1.140 

0.18 Analyzed using 

the same 

methodology 

and model as 

for the analysis 

of PFS. 

Conducted at 

2 timepoints 

(at the time of 

the primary 

PAPILLON [61] 

CP alone 155 28.6 

months 

(24.3, 

NE) 

      PAPILLON [61] 
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analysis of PFS 

and at a 

follow-up 

dated 31st of 

October 2023) 

ORR 

(BICR 

assessed) 

Amivantamab 

+ CP 

153 73.0% 

(65.2%, 

79.9%) 

25.6% (15%, 

37%) 

NA Odds 

ratio: 

2.971  

1.844, 

4.787 

<0.0001 Analysed using 

a logistic 

regression 

model 

stratified by 

ECOG 

performance 

status (0 or 1) 

and history of 

brain 

metastases 

(yes or no). 

Results 

presented in 

terms of an 

odds ratio 

together with 

its associated 

95% 

confidence 

intervals 

PAPILLON [61] 

CP alone 155 47.4% 

(39.2,% 

55.6%) 

PAPILLON [61] 

DOR, 

median 

months 

Amivantamab 

+ CP 

153 10.09 

months 

(8.48, 

13.90) 

4.54 (1.56, 

7.52) 

NA NA NA NA A Kaplan-

Meier plot and 

median DOR 

with 95% 

PAPILLON [61] 
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(BICR 

assessed) 
CP alone 155 5.55 

months 

(4.44, 

6.93) 

confidence 

interval 

(calculated 

from the 

Kaplan-Meier 

estimate) 

presented by 

treatment 

group. 

PAPILLON [61] 

TTST, 

median, 

months 

Amivantamab 

+ CP 

153 17.71 

months 

(13.67, 

NE) 

7.82 months NE NE HR: 

0.348  

 0.250, 

0.486  

<0.0001 Analyzed using 

the same 

method as the 

analysis of PFS. 

PAPILLON [61] 

CP alone 155 9.89 

months 

(8.57, 

11.07) 

PAPILLON[61] 

TTSP, 

median 

months  

Amivantamab 

+ CP 

153 NE 

(18.63, 

NE) 

NE NE NE HR: 

0.669 

0.456, 

0.982 

0.0387 Analyzed using 

the same 

method as the 

analysis of PFS 

PAPILLON [61] 

CP alone 155 20.07 

months 

(13.11, 

NE) 

PAPILLON [61] 

TTD, 

median 

months 

Amivantamab 

+ CP 

153 13.17 

months 

( 11.76, 

15.24) 

5.71 (3.83, 

7.59) 

NA HR: 

0.378  

0.283, 

0.505  

<0.001 Analysed using 

the same 

method as the 

analysis of PFS. 

PAPILLON [61] 
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CP alone 155 7.46 

months 

( 6.97, 

8.38) 

PAPILLON[61] 
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D.1.3 Proportional hazards 

The proportional hazard (PH) assumption for PFS was assessed graphically by the 

cumulative hazard plot (Figure 26) and the Schoenfeld residuals (Figure 27). For the 

cumulative hazard plot, non-parallel lines indicate a potential violation of the PH 

assumption. For the Schoenfeld residuals plot, random scatter around a flat line indicates 

PH, while systematic patterns indicate a violation of the PH assumption. 

If either plot shows signs of a violation, it suggests that the hazard ratios are not constant 

over time. While the Shoenfeld plot (and individual test, checking for time-dependence 

of a treatment covariate) shows no substantial violation of the PH assumption, the log 

cumulative hazard plot indicates crossing of hazards, i.e. a violation of the PH 

assumption. Thus, independent survival models were used for the extrapolation of OS. 

Figure 26. Log cumulative hazard (log-log) plot for amivantamab + CP and CP PFS (BICR) 

 

Abbreviations: BICR = blinded independent central review; CP = carboplatin + pemetrexed; PFS = progression-
free survival 
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Figure 27. Schoenfeld plot and test for amivantamab + CP and CP PFS – October 2023  

 

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

Goodness-of-fit statistics and landmark survival rates, estimated median, and estimated 

mean survival for amivantamab +CP (Table 59) and CP alone (Table 60) are presented 

below. The total fit and difference between the two arms is presented in (Table 61). 
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CP 

D.1.5 Evaluation of visual fit 

Figure 28 and Figure 29 show the observed time-to-event data with all the investigated 

extrapolation functions for amivantamab + CP and CP alone, respectively. 

Figure 28. Long-term PFS projections of amivantamab + CP 

 

Abbreviations: BICR = blinded independent central review; CP = carboplatin + pemetrexed; KM = Kaplan-Meier; 
PFS = progression-free survival 

Figure 29. Long-term PFS projections of CP 

 

Abbreviations: CP = carboplatin + pemetrexed; BICR = blinded independent central review; CP = carboplatin + 

pemetrexed; KM = Kaplan-Meier; PFS = progression-free survival 

D.1.6 Evaluation of hazard functions 

The smoothed hazards for amivantamab + CP and CP alone (Figure 30) are presented 

below. The smoothed hazard may be used to discern trends in the development of the 

hazard, such as whether it is increasing, decreasing, or levelling off over time. For 

example, an increasing hazard implies worsening survival rates over time, which is 

common in diseases like cancer, where risk increases with time. A decreasing hazard 

might suggest that survival chances improve after surviving an initial high-risk period (like 
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with some treatments or acute conditions). Constant hazard implies a steady risk, which 

may be appropriate for chronic conditions—the interpretation of the hazard at later 

times, when the number of patients still at risk is low, should be made cautiously. At 12 

months, only 12 patients are at risk of progression in the CP arm. 

The smoothed hazard for both arms in the trial shows an increase in the risk for 

progression or death up until 12 months, when it reaches a maximum. The individual 

plots (Figure 30 and Figure 31) emphasise this trend. The log-logistic, lognormal, and 

generalised gamma distributions may model an increasing and then decreasing hazard, 

and the log-logistic is a good fit for the amivantamab + CP arm, according to AIC.  

However, the gamma distribution has the best statistical fit for the more mature CP arm. 

It models an increasing hazard with time, indicating that the decline in hazard may be 

associated with the low number of patients still at risk rather than an actual decline in 

the risk of progression. 

 Figure 30. Smoothed and unsmoothed hazard plot for amivantamab + CP and CP PFS (BICR) 

 

Abbreviations: CP = carboplatin + pemetrexed; BICR = blinded independent central review; PFS = progression-
free survival 

In Figure 31 and Figure 32 below, the smoothed hazards are overlayed with the fitted 

survival models. Visual comparison shows that the gamma and Weibull distributions are 

both good fits (also confirmed using AIC and BIC).  

However, the gamma distribution captures the decline in the increase of hazard with 

time and maybe a more suitable choice for extrapolation beyond the trial duration. 
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Figure 31. Smoothed hazard plot with parametric extrapolations for amivantamab + CP PFS 

(BICR) 

 
Abbreviations: BICR = blinded independent central review; PFS = progression-free survival 

Figure 32. Smoothed hazard plot with parametric extrapolations for CP PFS (BICR) 

 
Abbreviations: CP = carboplatin + pemetrexed BICR = blinded independent central review; PFS = progression-
free survival. 
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D.1.7 Validation and discussion of extrapolated curves 

The assessment of the visual and statistical fit of the PFS curves was deemed acceptable 

to determine the distribution for PFS (gamma) given the maturity of the subject-level 

data from PAPILLON and reasonably similar extrapolations across distributions. 

D.1.8 Adjustment of background mortality 

The general mortality for the Danish population was used. The probability of death per 

cycle, as modelled, is shown in Figure 33 from 59 years of age.  

Figure 33. General population risk of death (cycle-length probability) 

 

D.1.9 Adjustment for treatment switching/cross-over 

Not applicable. 

D.1.10 Waning effect 

Not applicable. 

D.1.11 Cure-point 

Not applicable. 

D.2 Extrapolation of OS 

D.2.1 Data input 

OS was extrapolated from the subject-level data from the PAPILLON trial (Figure 13). The 

crossover to 2L amivantamab was adjusted using the IPCW method (see section D.2.9). 
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D.2.2 Model 

See section D.1.2. 

D.2.3 Proportional hazards 

The PH assumption for OS was assessed graphically by the cumulative hazard plot (Figure 

34) and the Schoenfeld residuals (Figure 35). For a discussion on the interpretation of the 

plots, see section D.1.3. For PFS, the log cumulative hazard plot indicates crossing 

hazards, i.e., a violation of the PH assumption. Thus, independent survival models were 

used for extrapolating OS. 

Figure 34. Log cumulative hazard plot for amivantamab + CP and CP (IPCW, n=78) OS – October 

2023 

 

Abbreviations: CP = carboplatin + pemetrexed; OS = overall survival; IPCW = inverse probability of censoring 

weights 
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Figure 35. Schoenfeld plot and test for amivantamab + CP and CP (IPCW, n=78) OS – October 

2023 

 

Abbreviations: OS = overall survival; IPCW = inverse probability of censoring weights 

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

Statistical or goodness of fit was assessed by AIC and BIC, presented in Table 62, Table 

63, and Table 64.  
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D.2.5 Evaluation of visual fit  

Figure 36, Figure 37 show the observed time-to-event data with all the investigated 

extrapolation functions for amivantamab + CP and CP alone, respectively. Several of the 

survival models demonstrate a good visual fit to the KM curves. However, the 

extrapolations show a wide variety of estimates of future survival rates, with the 

lognormal (amivantamab + CP) and exponential (CP) being the most optimistic, while 

Gompertz was the most pessimistic for both arms. 

Figure 36. Long-term OS Projections of Amivantamab + CP – October 2023 

Abbreviations: CP = carboplatin + pemetrexed; KM = Kaplan-Meier; OS = overall survival. 

Figure 37. Long-term OS Projections of CP Using IPCW, Amivantamab per protocol (n=78) – 

October 2023 

 
Abbreviations: CP = carboplatin + pemetrexed; KM = Kaplan-Meier; OS = overall survival; IPCW = Inverse 
probability of censoring weight. 

D.2.6 Evaluation of hazard functions 

The smoothed hazards for amivantamab + CP and CP alone are presented below (Figure 

30). 
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Figure 38. Smoothed and unsmoothed hazard plot for amivantamab + CP and CP (IPCW, n=78) 

OS – October 2023 

 

Abbreviations: CP = carboplatin + pemetrexed; OS = overall survival; IPCW = inverse probability of censoring 
weights   

In Figure 39 and Figure 40 below, the smoothed hazards are overlayed with the fitted 

survival models. Visual comparison shows (similar to PFS) that the gamma and Weibull 

distributions are both good fits (also confirmed using AIC and BIC).  

Figure 39. Smoothed hazard plot with parametric extrapolations for CP (IPCW, n=78) OS – 

October 2023 

 

Abbreviations: CP = carboplatin + pemetrexed; OS = overall survival; IPCW = inverse probability of censoring 
weights Note: The KM data have been cut-off when the number of patients at risk of death dropped below 10 
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Figure 40. Smoothed hazard plot with parametric extrapolations for amivantamab + CP OS – 

October 2023 

 

Abbreviations: CP = carboplatin + pemetrexed; OS = overall survival 

 

D.2.7 Validation and discussion of extrapolated curves 

The assessment of the visual and statistical fit of the OS curves was deemed acceptable 

to determine the distribution for OS (gamma) given the maturity of the patient-level data 

from PAPILLON. The predicted survival based on the gamma distribution was also 

validated by a Danish clinician as the most clinically plausible extrapolation for a Danish 

patient population [66]. 

D.2.8 Adjustment of background mortality 

See section D.1.8 

D.2.9 Adjustment for treatment switching/cross-over 

PAPILLON (NCT04538664) [89] is an ongoing, phase 3, randomized, open-label, parallel, 

multicenter trial assessing the efficacy and safety of amivantamab vs CP alone in 

treatment-naive patients with locally advanced or metastatic NSCLC and EGFR exon20ins 

(median follow-up 20.9 months) [89, 90]. In total, 308 patients were randomized in a 1:1 

treatment ratio to Arm A (amivantamab + CP, n=153) or Arm B (CP alone, n=155) [91]. 

The study design permitted patients in the CP arm with a blinded independent central 

review (BICR) - confirmed disease progression to switch to 2L amivantamab 

monotherapy [90].  
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An important preliminary step was conducting a feasibility assessment during which 

patient-level data from the PAPILLON trial were extensively reviewed to determine 

whether sufficient data were available and to validate the underlying assumptions of the 

IPCW, TSE, and RPSFT methods.  

Evaluation of the Underlying Assumptions for the Adjustment Methods  

D.2.9.1 IPCW 

The IPCW method requires the absence of unmeasured confounders related to the 

baseline and time-varying patient characteristics and relies on correct model 

specification of treatment switching and outcome regression models. While the absence 

of unmeasured confounder assumption cannot be tested, a systematic approach was 

followed to identify relevant prognostic variables. 

D.2.9.2 TSE 

Per NICE DSU guidance [92], the TSE method necessitates the use of a disease-related 

secondary baseline to precede treatment switching. This is aligned with the PAPILLON 

study design, in which disease progression was a pre-requisite for treatment switching to 

2L amivantamab, and time of progression can be used as a secondary baseline.  

Similar to the IPCW method, the TSE method assumes no unmeasured confounding at 

secondary baseline in the comparison of post progression survival between switchers vs 

no switchers, and no time-dependent confounding after secondary baseline until 

treatment switching. All identified/measured confounders need to be included and 

correctly specified in the regression adjustment based on a well-fitting parametric 

accelerated failure time (AFT) model to the observed post-progression survival data. 

While the ‘absence of unmeasured confounder’ assumption cannot be tested, a 

systematic approach was followed to identify relevant prognostic variables.  

D.2.9.3 RPSFT 

The RPSFT model depends on the common treatment effect assumption, which implies 

that the survival benefit of 2L amivantamab monotherapy in patients who switched from 

1L CP is similar to the survival benefit in patients who initiated amivantamab in 1L. 

D.2.9.3.1 Prognostic Variables Considered for Treatment Switch Adjustments 

(IPCW and TSE) 

The prognostic variables to be adjusted for in the IPCW and TSE analyses should be 

prognostic of both treatment switching and OS. Below, we describe how we identified 

the candidate prognostic variables that were considered in both the IPCW and TSE 

analyses.  
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EQ-5D UK utility Secondary 

baseline/ time-

variant 

Continuous -- 

Time to progression (months) Secondary 

baseline/ time-

variant 

Continuous -- 

Ongoing serious TEAE Secondary 

baseline/ time-

variant 

Binary Yes vs. no 

Prior major surgery Baseline Binary Yes vs. no 

Best overall response by BICR 

assessment in Period 01 of 

PAPILLON 

Secondary 

baseline or 

latest timepoint 

available / time-

variant  

 

Binary Responder vs. non-

responder 

Abbreviations: BICR = blinded independent central review; ECOG = Eastern Cooperative Oncology Group; TEAE 

= treatment-emergent adverse event; TSE = two-stage estimation a Four patients with unknown race were 
classified as ‘non-Asian.’ 
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D.2.9.4 Analysis Populations 

Patients enrolled in the PAPILLON trial with treatment-naive, locally advanced or 

metastatic NSCLC characterized by EGFR exon20ins activating mutations were 

considered. A series of statistical analyses were conducted to adjust for treatment 

switching in PAPILLON. The analysis focused on the ‘per-protocol amivantamab 

switchers’ (n=78), who switched to 2L amivantamab as described in the study protocol.  

D.2.9.5 Statistical Methods 

The subsequent sections describe the statistical methods used to estimate OS while 

adjusting for treatment switching in the PAPILLON trial. Patient-level data from the 

October 2023 data cut of the PAPILLON trial were analysed using R version 4.0.4 (R Core 

Team, Vienna, Austria). The statistical analyses were conducted following current 

guidance from NICE DSU TSD 16 [92] and Sullivan et al [93]. 

The counterfactual OS (and PPS times for TSE) and censoring flags in the CP arm were 

derived after adjusting for treatment switching using the three methods, as detailed in 

the following sections. The Kaplan-Meier (KM) curves of the observed and counterfactual 

OS (and PPS for TSE) in the amivantamab + CP and CP arms were also compared.  

D.2.9.5.1 Approach 1: IPCW Method 

The IPCW method was implemented following three general steps:  

• Creation of panel data 

• Estimation of stabilized, time-dependent weights for the CP arm 

• Estimation of an adjusted treatment effect on OS 

 

The prognostic variables for covariate regression adjustment were selected according to 

the findings of the associated feasibility assessment.  

The IPCW method considered all covariates outlined in Table 65, except for time to 

progression and best overall response; these covariates could not be included as 

baseline or time-varying covariates (TVCs). In contrast, these variables were available for 

TSE at a secondary baseline of time to progression. In addition, EQ-5D utility (defined as 

continuous variables), ECOG performance status, serious TEAEs (defined as yes vs. no), 

and a TEAE of febrile neutropenia (defined as yes vs. no) were tested as TVCs in the 

treatment switching model using the IPCW method.  

Creation of Panel Data 

For each patient, the follow-up time from randomization to treatment switching or end 

of follow-up (defined as death, withdrawal of consent, or end of study, whichever 

occurred first) was partitioned into time intervals; daily time intervals were used, as 

these intervals were expected to provide the most reliable results that leverage all 

available information. Individual patient-level data from PAPILLON were then 

restructured to create panel data, with one record per patient per time interval. The 

baseline covariates were repeated across the time intervals for a given patient, and TVCs 
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were specific to each time interval. In the absence of TVC values specific to a particular 

time period, the last observation captured before was used.  

Time-dependent outcome binary variables were then created for the treatment-switch 

status and death, with patients censored at the time of treatment switch if they crossed 

over (implemented in the panel data structure by omitting all observations after 

switching occurred). 

Estimation of Time-dependent Weights (CP Arm) 

After artificially censoring patients at the time of treatment switching, the follow-up 

information of patients who remained at risk of switching from 1L CP to 2L amivantamab 

was weighted such that the patients accounted not only for themselves but also for 

patients with similar characteristics (both baseline and time-varying) whose follow-up 

information was obscured due to informative censoring. This step involved the 

estimation of time-dependent weights for patients in the CP-arm only as follows: 

CP patients who did not progress were not “at risk” for switching and were assigned a 

weight of 1. 

For patients who progressed (and were “at risk” for switching), the probability of 

switching within each time period was estimated using the following two logistic 

regression models (including splines with three knots to ensure that time-dependent 

relationships were sufficiently flexible): 

Model 1: was fitted to all progressed CP patients only and included all the above-

mentioned time-varying and baseline covariates. A stepwise variable selection with a 

significance level of 0.25 was applied.  

Model 2: was fitted to all CP patients, and stabilized weights for each timepoint were 

then calculated. The ratio of the probabilities comes from model 1 and model 2 in the 

numerator and the denominator, respectively. 

As suggested by Latimer et al.[94], an additional analysis using non-stabilized weights 

was implemented, which are the inverse of the probabilities from model 1 (and thus  

leaving the model 1 probabilities out of the numerator).  

Estimation of an Adjusted Treatment Effect on OS 

An IPCW-adjusted HR for OS was estimated using a Cox proportional hazards model, 

including the time-dependent stabilized weights. The variance estimate was obtained 

using a robust sandwich variance estimator to account for the induced correlation 

among weighted individuals.  

D.2.9.5.2 Approach 2: TSE Method 

The TSE method[95, 96] involves two steps: first, a treatment effect specific to switching 

patients is estimated and the survival times of these patients are adjusted, subsequently 

allowing the treatment effect specific to experimental group patients to be estimated. In 

stage 1 of the TSE, a Weibull accelerated failure time model was fitted on the post-
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progression survival, comparing the CP patients who switched to 2L amivantamab versus 

those who did not switch to 2L amivantamab, using data of progressive disease as a 

secondary baseline.[97] Prognostic factors available at secondary baseline were included 

as covariates in the AFT model to adjust for differences between the 2L amivantamab 

switchers versus 2L amivantamab non-switchers. Stepwise variable selection with a 

significance level of 25% was applied, keeping consistency with the approach for IPCW. 

Treatment switching to 2L was used as a TVC (using R-package FlexSurv).  

A Weibull AFT model allowed estimation of an acceleration factor, denoted γ𝐵, which 

represents the treatment effect on PPS that is associated with 2L amivantamab (vs. no 2L 

amivantamab). In stage 2 of the TSE, the observed PPS survival for the patients who 

switched to 2L amivantamab was replaced by the counterfactual PPS estimated from the 

AFT model in stage 1. By adding the counterfactual PPS estimated in step 1 to the 

observed time to progression, the counterfactual OS of the switcher patients was 

obtained.  

Figure 43. Illustrative Example of the Application of AFT 

 

Abbreviations: AFT = accelerated failure time 

The relative efficacy of amivantamab + CP vs. CP on adjusted/counterfactual OS was then 

estimated by fitting a Cox proportional hazards model with randomized treatment as a 

covariate. The conventional estimators of standard error (SE) and 95% confidence 

intervals (CIs) in the Cox model do not account for the uncertainty around the estimated 

acceleration factor (or shrinkage parameter) from the preceding TSE analysis.  

This additional source of uncertainty was properly propagated in subsequent analyses by 

bootstrapping the entire two-step procedure as follows: by first conducting a TSE 

analysis and then fitting a Cox regression model to the counterfactual OS to estimate the 

relative effect of amivantamab + CP compared with CP.  

Variables Selected for the Treatment Switch Adjustment 

The prognostic variables tested in the model selection process for the TSE and a 

description of the matched statistics of each variable are provided in Table 65.  
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It was not possible to include ongoing treatment-emergent febrile neutropenia (an 

adverse event) as a covariate because no events were observed at the time of 

progression. Due to limited counts, categories were collapsed for the ECOG performance 

status (1+ vs. 0) and best overall response (responder vs. non-responder), and these 

categorical variables were effectively redefined from multilevel to binary. 

Re-censoring 

Shrunken administrative censoring times based on the TSE (or RPSFT) model could be 

associated with patients’ prognosis; in this case, counterfactual times would be prone to 

informative censoring bias. A process called ‘re-censoring’ has been proposed as a 

potential solution to correct for this bias by breaking the dependence between the 

counterfactual censoring time and treatment received (2L amivantamab vs. other in this 

case).  

Mathematically, the counterfactual survival times of all CP patients under consideration 

(including both those who switched from CP and those who did not) were re-censored at 

the minimum of the administrative censoring time, 𝐶𝑖, and adjusted administrative 

censoring time, where 𝐷𝑖
∗ = min(𝐶𝑖 , 𝐶𝑖𝛾𝐵

−1). The counterfactual survival time was 

replaced by 𝐷𝑖
∗ if 𝐷𝑖

∗ <  𝑇𝑖
𝐶𝐹 , and the censoring flag was updated accordingly. 

Although re-censoring aims to correct for informative censoring bias, it can increase 

uncertainty and introduce another type of bias—in particular, missing information bias 

[95, 96]. Missing information bias can be particularly problematic for short-term survival 

data extrapolated from a control group affected by treatment switching, where re-

censoring could result in a significant loss of long-term information (e.g., important 

change in the trend of the hazard is no longer captured) [95, 96]. NICE DSU TSD 16 [92], 

TSD 24, and Latimer et al., 2019 [95] caution that the loss of information due to re-

censoring can be detrimental if the ultimate goal is long-term extrapolation in cost-

effectiveness analyses.  

Analyses were conducted both without (primary analysis) and with (sensitivity) re-

censoring to investigate the range of possible results, consistent with the 

recommendations by the NICE DSU [92] and Sullivan et al. (2020) [93]. 

D.2.9.5.3 Approach 3: RPSFT Method 

The RPSFT model involved two stages: 1) estimating the treatment effect of 

amivantamab based on a counterfactual survival model and 2) estimating counterfactual 

OS in the CP arm in the absence of 2L amivantamab by reducing the observed survival 

benefit based on the treatment effect from stage 1.  

In the primary analysis, the RPSFT model was configured with ‘treatment grouping’ 

assuming a lagged treatment effect if a patient-initiated amivantamab.  

The specific steps in the first stage of the RPSFT process were as follows, where 𝑇𝐸  

denotes a patient’s time of death if the patient always received amivantamab + CP, and 

𝑇𝑠 denotes the same patient’s time of death if the patient always received CP:  
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A tentative value for 𝜑 was set, where 𝜑 is a (non-negative) treatment effect parameter, 

called an acceleration or delay factor, that stretches or shrinks survival times by some 

fixed factor. 

For all patients in PAPILLON, the counterfactual survival times were calculated assuming 

that the patients were only randomized to the CP arm (𝑇𝑠). 

The observed OS time (𝑇𝐸) using the following structural model:  𝑇𝑠 =  𝑇𝐸  × exp (𝜑) 

were adjusted for patients randomized to the amivantamab + CP arm. 

For patients randomized to the CP arm who never switched to 2L amivantamab, 𝑇𝑠 was 

observed directly. 

For patients in the CP arm who switched to 2L amivantamab, a portion of 𝑇𝑠 was 

observed directly as the time from randomization to treatment switching (𝑇𝑝𝑟𝑒.𝑠𝑤). The 

remaining survival time, i.e., the time after treatment switching until death (𝑇𝑝𝑜𝑠𝑡.𝑠𝑤), 

was adjusted to reflect what would have occurred if the patient continued to receive CP 

alone, which is given by 𝑇𝑝𝑜𝑠𝑡.𝑠𝑤  × exp (𝜑); hence, the total counterfactual OS time in 

the chemotherapy arm was as follows: 𝑇𝑠 =  𝑇𝑝𝑟𝑒.𝑠𝑤 +  𝑇𝑝𝑜𝑠𝑡.𝑠𝑤  × exp (𝜑). 

G-estimation was used to search for the optimal treatment effect (𝜑) over a grid of 

potential values that balanced the counterfactual survival (𝑇𝑠) between the 

amivantamab + CP and CP arms. In this analysis, the metric used to measure ‘balance’ in 

the counterfactual survival times between the arms was a chi-square test of significance 

of a study arm indicator in a Cox proportional hazards regression model (i.e., target p-

value of 1).[98] That is, the value of 𝜑 that produces the strongest equivalence metric 

(i.e., largest p-value [or p-value closest to 1]) was considered the optimal value.  

In the second step of RPSFT, the counterfactual OS distribution (i.e., KM curves) with CP 

was estimated by 1) plugging in the optimal value of 𝜑 (from step 3) to the 

counterfactual survival model described in step 2c) for those who switched and 2) 

retaining the observed OS for those who did not switch. The counterfactual survival with 

CP was compared with the observed OS with amivantamab + CP using a Cox proportional 

hazards model to estimate an adjusted HR. To account for the additional uncertainty in 

the estimation of 𝜑, the RPSFT model retained the p-value from the corresponding ITT 

analysis by adjusting the conventional estimate of the SE.  

Like the TSE method, counterfactual censoring times based on the RPSFT method may be 

prone to informative censoring bias, when only survival times for the 2L amivantamab 

switchers are shrunken. Re-censoring could possibly address this bias. However, re-

censoring may introduce missing information bias and increase uncertainty. As stated 

previously, a simulation study by Latimer et al., 2019[95] found that the RPSFT model 

with re-censoring generally resulted in increased bias and uncertainty (empirical SE, and 

root mean square error) compared to no re-censoring.  

Due to the increased missing information bias caused by the additional re-censoring and 

high treatment effectiveness in this data cut, where a significant proportion of the death 
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D.2.10 Waning effect 

Not applicable. 

D.2.11 Cure-point 

Not applicable. 

Appendix E. Extrapolation of TTDD 

E.1.1 Data input 

TTDD was extrapolated based on subject-level data from the PAPILLON. TTDD was not 

used in the base case analysis (treatment was based on PFS), TTDD is included as a 

scenario analysis. 

E.1.2 Model 

See section D.1.2. 

E.1.3 Proportional hazards 

The PH assumption was not considered as the scenario using TTDD used three separate 

and independently fitted distributions for amivantamab and CP in the amivantamab + CP 

arm and CP in the CP alone arm. 

E.1.4 Evaluation of statistical fit (AIC and BIC) 
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E.1.5 Evaluation of visual fit  

The long-term TTDD extrapolations for amivantamab alone and CP alone are presented 

in Figure 51 and Figure 52. 

Figure 51. Long-term TTDD Projections of amivantamab alone for amivantamab + CP 

Abbreviations: CP = carboplatin + pemetrexed; KM = Kaplan-Meier; TTDD = time to treatment discontinuation 

or death. 

Figure 52. Long-term TTDD Projections of CP alone for amivantamab + CP 

Abbreviations: CP = carboplatin + pemetrexed; KM = Kaplan-Meier; TTDD = time to treatment discontinuation 
or death. 
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The long-term TTDD extrapolations for CP are presented in Figure 53. 

Figure 53. Long-term TTDD Projections of CP 

Abbreviations: CP = carboplatin + pemetrexed; KM = Kaplan-Meier; TTDD = time to treatment discontinuation 
or death. 

E.1.6 Evaluation of hazard functions 

E.1.6.1 Amivantamab + CP – Amivantamab alone  

Figure 54. Smoothed and unsmoothed hazard plot for amivantamab + CP (amivantamab alone) 

TTDD 

 

Abbreviations: CP = carboplatin + pemetrexed; TTDD = time to treatment discontinuation or death. 
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Figure 55. Smoothed hazard plot with parametric extrapolations for amivantamab + CP 

(amivantamab alone) TTDD 

 

Abbreviations: CP = carboplatin + pemetrexed; TTDD = time to treatment discontinuation or death. 

E.1.6.2  Amivantamab + CP – CP alone  

Figure 56. Smoothed and unsmoothed hazard plot for amivantamab + CP (CP alone) TTDD 

 

Abbreviations: CP = carboplatin + pemetrexed; TTDD = time to treatment discontinuation or death 
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Figure 57. Smoothed hazard plot with parametric extrapolations for amivantamab + CP (CP 

alone) TTDD 

 

Abbreviations: CP = carboplatin + pemetrexed; TTDD = time to treatment discontinuation or death 

Figure 58. Smoothed and unsmoothed hazard plot for amivantamab + CP and CP TTDD 

 

Abbreviations: CP = carboplatin + pemetrexed; TTDD = time to treatment discontinuation or death 
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Figure 59. Smoothed and unsmoothed hazard plot for amivantamab + CP TTDD 

 

Abbreviations: CP = carboplatin + pemetrexed; TTDD = time to treatment discontinuation or death 

Figure 60. Smoothed and unsmoothed hazard plot for CP TTDD 

 

Abbreviations: CP = carboplatin + pemetrexed; TTDD = time to treatment discontinuation or death 
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Figure 61. Smoothed hazard plot with parametric extrapolations for amivantamab + CP TTDD 

 

Abbreviations: CP = carboplatin + pemetrexed; TTDD = time to treatment discontinuation or death 

Figure 62. Smoothed hazard plot with parametric extrapolations for CP TTDD 

 

Abbreviations: CP = carboplatin + pemetrexed; TTDD = time to treatment discontinuation or death 
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E.1.7 Validation and discussion of extrapolated curves 

The assessment of the visual and statistical fit of the TTDD curves was deemed 

acceptable to determine the distributions for TTDD (Weibull) given the maturity of the 

patient-level data from PAPILLON and reasonably similar extrapolations across 

distributions. 

E.1.8 Adjustment of background mortality 

See section D.1.8. 

E.1.9 Adjustment for treatment switching/cross-over 

Not applicable. 

E.1.10 Waning effect 

Not applicable. 

E.1.11 Cure-point 

Not applicable. 
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Vomiting 1 (0.6%) 3 (2.0%) 

Diarrhoea 1 (0.6%) 2 (1.3%) 

Abdominal pain 0 1 (0.7%) 

Cheilitis 0 1 (0.7%) 

Duodenitis 0 1 (0.7%) 

Enterocolitis 0 1 (0.7%) 

Lower gastrointestinal 

haemorrhage 

0 1 (0.7%) 

Ascites 1 (0.6%) 0 

Gastrointestinal 

haemorrhage 

1 (0.6%) 0 

Respiratory, thoracic and 

mediastinal disorders 

14 (9.0%) 8 (5.3%) 

Pneumonitis 0 4 (2.6%) 

Pulmonary embolism 4 (2.6%) 4 (2.6%) 

Dyspnoea 5 (3.2%) 1 (0.7%) 

Haemoptysis 1 (0.6%) 1 (0.7%) 

Pleural effusion 5 (3.2%) 1 (0.7%) 

Hypoxia 1 (0.6%) 0 

Metabolism and nutrition 

disorders 

5 (3.2%) 6 (4.0%) 

Hypokalaemia 1 (0.6%) 3 (2.0%) 

Decreased appetite 0 1 (0.7%) 

Dehydration 0 1 (0.7%) 

Hypomagnesaemia 0 1 (0.7%) 
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Hyponatraemia 1 (0.6%) 1 (0.7%) 

Hypophagia 1 (0.6%) 1 (0.7%) 

Hyperglycaemia 1 (0.6%) 0 

Malnutrition 1 (0.6%) 0 

Blood and lymphatic system 

disorders 

11 (7.1%) 5 (3.3%) 

Thrombocytopenia 5 (3.2%) 3 (2.0%) 

Neutropenia 0 2 (1.3%) 

Anaemia 6 (3.9%) 1 (0.7%) 

Febrile neutropenia 3 (1.9%) 1 (0.7%) 

Leukopenia 0 1 (0.7%) 

Myelosuppression 1 (0.6%) 0 

Skin and subcutaneous tissue 

disorders 

0 5 (3.3%) 

Dermatitis acneiform 0 2 (1.3%) 

Rash 0 2 (1.3%) 

Rash maculo-papular 0 1 (0.7%) 

Nervous system disorders 5 (3.2%) 4 (2.6%) 

Cerebrovascular accident 0 1 (0.7%) 

Encepha1opathy 0 1 (0.7%) 

Myoclonic epilepsy 0 1 (0.7%) 

Transient ischaemic 

attack 

0 1 (0.7%) 

Depressed level of 

consciousness 

1 (0.6%) 0 
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Dysarthria 1 (0.6%) 0 

Headache 1 (0.6%) 0 

Lacunar infarction 1 (0.6%) 0 

Syncope 1 (0.6%) 0 

Vertebrobasilar 

insufficiency 

1 (0.6%) 0 

General disorders and 

administration site conditions 

6 (3.9%) 3 (2.0%) 

Asthenia 1 (0.6%) 2 (1.3%) 

Death 1 (0.6%) 1 (0.7%) 

Fatigue 1 (0.6%) 0 

General physical health 

deterioration 

1 (0.6%) 0 

Influenza like illness 1 (0.6%) 0 

Pain 1 (0.6%) 0 

Investigations 2 (1.3%) 3 (2.0%) 

Alanine ammino 

transferase increased 

1 (0.6%) 1 (0.7%) 

Blood creatinine 

increased 

1 (0.6%) 1 (0.7%) 

C-reactive protein 

increased 

0 1 (0.7%) 

Aspartate 

aminotransferase 

increased 

1 (0.6%) 0 

Injury, poisoning and 

procedural complications 

2 (1.3%) 2 (1.3%) 

Infusion related reaction 0 1 (0.7%) 
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Lumbar vertebral 

fracture 

0 1 (0.7%) 

Femur fracture 1 (0.6%) 0 

Incisional hernia 1(0.6% 0 

Musculoskeletal and 

connective tissue disorders 

4 (2.6%) 2 (1.3%) 

Back pain 0 1 (0.7%) 

Myalgia 0 1 (0.7%) 

Arthralgia 1 (0.6%) 0 

Bone pain 1 (0.6%) 0 

Pain in extremity 1 (0.6%) 0 

Pathological fracture 1 (0.6%) 0 

Reproductive system and 

breast disorders 

0 2 (1.3%) 

Endometrial thickening 0 1 (0.7%) 

Ovarian mass 0 1 (0.7%) 

Cardiac disorders 2 (1.3%) 1 (0.7%) 

Cardio-respiratory arrest 0 1 (0.7%) 

Acute myocardial 

infarction 

1 (0.6%) 0 

Pericardial effusion 1 (0.6%) 0 

Hepatobiliary disorders 1 (0.6%) 1 (0.7%) 

Biliary obstruction 0 1 (0.7%) 

Cholecystitis acute 0 1 (0.7%) 

Jaundice cholestatic 1 (0.6%) 0 
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Immune system disorders 0 1 (0.7%) 

Contrast media reaction 0 1 (0.7%) 

Neoplasms benign, malignant 

and unspecified (incl. cysts 

and polyps) 

1 (0.6%) 1 (0.7%) 

Prostate cancer 0 1 (0.7%) 

Cancer pain 1 (0.6%) 0 

Renal and urinary disorders 0 1 (0.7%) 

Acute kidney injury 0 1 (0.7%) 

Ear and labyrinth disorders 1 (0.6%) 0 

Hypoacusis 1 (0.6%) 0 

SAE = serious adverse event. Note: Subjects are counted only once for any given event, regardless of the 
number of times they actually experienced the event. Adverse events are coded using MedDRA Version 25.0 
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Appendix G. Health-related quality 

of life N/A 
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Amivantamab + CP – 

Gamma Rate 

-3.805 - - Multi-normal 

(Cholesky 

decomposition) 

CP – Gamma Rate 0.967 - - Multi-normal 

(Cholesky 

decomposition) 

CP – Gamma Shape -2.226 - - Multi-normal 

(Cholesky 

decomposition) 

Adverse event 

incidence (%) 

amivantamab + CP 

    

Anemia 0.11 0.09 0.13 Beta 

Paronychia 0.07 0.05 0.08 Beta 

Hypokalaemia 0.07 0.07 0.10 Beta 

Asthenia 0.06 0.04 0.06 Beta 

Neutropenia 0.35 0.27 0.40 Beta 

Leukopenia 0.11 0.09 0.14 Beta 

Rash 0.13 0.09 0.14 Beta 

Adverse event 

incidence (%) 

Pemetrexed + 

carboplatin - CP 

    

Anemia 0.13 0.10 0.15 Beta 

Paronychia 0.00 0.00 0.00 Beta 

Hypokalaemia 0.01 0.01 0.02 Beta 

Asthenia 0.03 0.02 0.03 Beta 

Neutropenia 0.23 0.18 0.27 Beta 

Leukopenia 0.03 0.03 0.04 Beta 
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Rash 0.00 0.00 0.00 Beta 

Thrombocytopenia 0.11 0.08 0.12 Beta 

Adverse event 

incidence (%) 

Pemetrexed + cisplatin 

- CP 

    

Anemia 0.13 0.10 0.15 Beta 

Paronychia 0.00 0.00 0.00 Beta 

Hypokalaemia 0.01 0.01 0.02 Beta 

Asthenia 0.03 0.02 0.03 Beta 

Neutropenia 0.25 0.18 0.27 Beta 

Leukopenia 0.03 0.03 0.04 Beta 

Rash 0.00 0.00 0.00 Beta 

Thrombocytopenia 0.11 0.08 0.12 Beta 

Adverse event 

incidence (%) 

Osimertinib - EGFR TKIs 

    

Anemia 0.00 0.00 0.00 Beta 

Paronychia 0.00 0.00 0.00 Beta 

Hypokalaemia 0.00 0.00 0.00 Beta 

Asthenia 0.00 0.00 0.00 Beta 

Neutropenia 0.00 0.00 0.00 Beta 

Leukopenia 0.00 0.00 0.00 Beta 

Rash 0.00 0.00 0.00 Beta 

Thrombocytopenia 0.00 0.00 0.00 Beta 
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Adverse event 

incidence (%) 

Pembrolizumab + CP - 

CP + IO 

    

Anemia 0.00 0.00 0.00 Beta 

Paronychia 0.00 0.00 0.00 Beta 

Hypokalaemia 0.00 0.00 0.00 Beta 

Asthenia 0.00 0.00 0.00 Beta 

Neutropenia 0.00 0.00 0.00 Beta 

Leukopenia 0.00 0.00 0.00 Beta 

Rash 0.00 0.00 0.00 Beta 

Thrombocytopenia 0.00 0.00 0.00 Beta 

AE duration (days) -

Literature 

    

Anemia 20.411 15.984 23.777 Normal 

Paronychia 49.018 31.177 46.377 Normal 

Hypokalaemia 16.449 16.670 24.797 Normal 

Asthenia 15.830 13.311 19.800 Normal 

Neutropenia 15.703 12.911 19.206 Normal 

Leukopenia 10.618 9.966 14.826 Normal 

Rash 31.656 21.661 32.222 Normal 

Thrombocytopenia 9.381 9.254 13.765 Normal 

HSUV 

PFS 0.89 0.88 0.89 Beta 

PD 0.85 0.78 0.87 Beta 
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Anemia -0.06 -0.04 -0.12 Beta 

Paronychia -0.02 -0.01 -0.08 Beta 

Hypokalaemia -0.05 -0.02 -0.10 Beta 

Asthenia -0.09 -0.05 -0.09 Beta 

Neutropenia -0.13 -0.05 -0.13 Beta 

Leukopenia -0.09 -0.05 -0.13 Beta 

 Rash -0.02 -0.02 -0.05 Beta 

Thrombocytopenia -0.10 -0.09 -0.13 Beta 

Caregiver's disutility 

due to progression 

-0.01 -0.01 -0.01 Beta 

Costs 

Drug monitoring costs - 

frequency per week 

required 

    

Pemetrexed -Full blood 

count 

0.239 0.240 0.358 Normal 

Pemetrexed -Liver 

function 

0.284 0.240 0.358 Normal 

Pemetrexed -Renal 

function 

0.322 0.240 0.358 Normal 

% patients receiving 

subsequent lines of 

treatments by 1L 

treatments - 2L 

    

Amivantamab + CP 0.49 0.44 0.66 Beta 

CP 0.54 0.44 0.66 Beta 

EGFR TKIs 0.47 0.44 0.66 Beta 

IO alone 0.51 0.44 0.66 Beta 
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CP + IO 0.55 0.44 0.66 Beta 

% patients receiving 

subsequent lines of 

treatments by 1L 

treatments - 3L+ 

    

Amivantamab + CP 0.24 0.22 0.33 Beta 

CP 0.24 0.22 0.33 Beta 

EGFR TKIs 0.26 0.22 0.33 Beta 

IO alone 0.26 0.22 0.33 Beta 

CP + IO 0.28 0.22 0.33 Beta 

Distribution of 2L 

treatments by 1L 

treatment 

Amivantamab + CP as 

1L 

    

Platinum based 

chemotherapy 

0.00 - - Dirichlet 

Non-platinum Chemo 0.87 - - Dirichlet 

Amivantamab 0.00 - - Dirichlet 

Mobocertinib 0.00 - - Dirichlet 

TKI 0.04 - - Dirichlet 

TKI combination 0.00 - - Dirichlet 

IO 0.00 - - Dirichlet 

IO combination 0.09 - - Dirichlet 

VEGFi w/wo 

combination 

0.00 - - Dirichlet 

CP as 1L     



 
 
 

 
  185 
 

Platinum based 

chemotherapy 

0.00 - - Dirichlet 

Non-platinum Chemo 0.80 - - Dirichlet 

Amivantamab 0.00 - - Dirichlet 

Mobocertinib 0.00 - - Dirichlet 

TKI 0.11 - - Dirichlet 

TKI combination 0.00 - - Dirichlet 

IO 0.00 - - Dirichlet 

IO combination 0.09 - - Dirichlet 

VEGFi w/wo 

combination 

0.00 - - Dirichlet 

IO alone as 1L     

Platinum based 

chemotherapy 

0.00 - - Dirichlet 

Non-platinum Chemo 0.80 - - Dirichlet 

Amivantamab 0.00 - - Dirichlet 

Mobocertinib 0.00 - - Dirichlet 

TKI 0.11 - - Dirichlet 

TKI combination 0.00 - - Dirichlet 

IO 0.00 - - Dirichlet 

IO combination 0.09 - - Dirichlet 

VEGFi w/wo 

combination 

0.00 - - Dirichlet 

IO + CP as 1L     
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Platinum based 

chemotherapy 

0.00 - - Dirichlet 

Non-platinum Chemo 0.75 - - Dirichlet 

Amivantamab 0.00 - - Dirichlet 

Mobocertinib 0.00 - - Dirichlet 

TKI 0.12 - - Dirichlet 

TKI combination 0.00 - - Dirichlet 

IO 0.00 - - Dirichlet 

IO combination 0.14 - - Dirichlet 

VEGFi w/wo 

combination 

0.00 - - Dirichlet 

Other treatments as 1L     

Platinum based 

chemotherapy 

0.00 - - Dirichlet 

Non-platinum Chemo 0.81 - - Dirichlet 

Amivantamab 0.00 - - Dirichlet 

Mobocertinib 0.00 - - Dirichlet 

TKI 0.10 - - Dirichlet 

TKI combination 0.00 - - Dirichlet 

IO 0.00 - - Dirichlet 

IO combination 0.09 - - Dirichlet 

VEGFi w/wo 

combination 

0.00 - - Dirichlet 

Median PFS for 

treatment duration 

calculation 2L 

treatments 
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Platinum based 

chemotherapy 

5.68 4.07 6.03 Gamma 

Non-platinum Chemo 4.39 3.50 5.18 Gamma 

Amivantamab 6.69 5.51 8.16 Gamma 

Mobocertinib 7.19 5.94 8.80 Gamma 

TKI 2.38 2.03 3.01 Gamma 

TKI combination 2.25 2.03 3.01 Gamma 

IO 2.59 1.87 2.77 Gamma 

IO combination 2.46 1.87 2.77 Gamma 

VEGFi w/wo 

combination 

5.55 4.07 6.03 Gamma 

Distribution of 3L+ 

treatments by 1L 

treatment 

Amivantamab + CP as 

1L 

    

     

Platinum based 

chemotherapy 

0.00 - - Dirichlet 

Non-platinum Chemo 0.72 - - Dirichlet 

Amivantamab 0.00 - - Dirichlet 

Mobocertinib 0.00 - - Dirichlet 

TKI 0.17 - - Dirichlet 

TKI combination 0.00 - - Dirichlet 

IO 0.00 - - Dirichlet 

IO combination 0.11 - - Dirichlet 



 
 
 

 
  188 
 

VEGFi w/wo 

combination 

0.00 - - Dirichlet 

CP as 1L     

Platinum based 

chemotherapy 

0.00 - - Dirichlet 

Non-platinum Chemo 0.83 - - Dirichlet 

Amivantamab 0.00 - - Dirichlet 

Mobocertinib 0.00 - - Dirichlet 

TKI 0.09 - - Dirichlet 

TKI combination 0.00 - - Dirichlet 

IO 0.00 - - Dirichlet 

IO combination 0.08 - - Dirichlet 

VEGFi w/wo 

combination 

0.00 - - Dirichlet 

     

All other treatments as 

1L 

    

Platinum based 

chemotherapy 

0.00 - - Dirichlet 

Non-platinum Chemo 0.79 - - Dirichlet 

Amivantamab 0.00 - - Dirichlet 

Mobocertinib 0.00 - - Dirichlet 

TKI 0.10 - - Dirichlet 

TKI combination 0.00 - - Dirichlet 

IO 0.00 - - Dirichlet 
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IO combination 0.11 - - Dirichlet 

VEGFi w/wo 

combination 

0.00 - - Dirichlet 

Median PFS for 

treatment duration 

calculation 3L 

treatments 

    

Platinum based 

chemotherapy 

2.32 2.32 2.12 3.13 

Non-platinum Chemo 2.31 2.31 2.03 3.01 

Amivantamab 4.15 4.15 3.42 5.06 

Mobocertinib 3.53 3.53 3.42 5.06 

TKI 2.90 2.90 2.36 3.50 

TKI combination 2.66 2.66 2.36 3.50 

IO 4.59 4.59 3.42 5.06 

IO combination 4.69 4.69 3.42 5.06 

VEGFi w/wo 

combination 

3.86 3.86 3.42 5.06 

Adverse event 

incidence subsq tx (%) 

Platinum based 

chemotherapy 

    

Anemia 0.12 0.10 0.14 Beta 

Diarrhea 0.11 0.09 0.13 Beta 

Fatigue 0.01 0.01 0.01 Beta 

Febrile neutropenia 0.00 0.00 0.00 Beta 

Neutropenia 0.14 0.10 0.14 Beta 
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Neutrophil count 

decreased 

0.00 0.00 0.00 Beta 

Rash 0.00 0.00 0.00 Beta 

Thrombocytopenia 0.08 0.06 0.09 Beta 

Adverse event 

incidence subsq tx (%) 

Non-platinum Chemo 

    

Anemia 0.04 0.03 0.05 Beta 

Diarrhea 0.24 0.20 0.29 Beta 

Fatigue 0.04 0.03 0.04 Beta 

Febrile neutropenia 0.10 0.08 0.11 Beta 

Neutropenia 0.14 0.12 0.18 Beta 

Neutrophil count 

decreased 

0.12 0.09 0.13 Beta 

Rash 0.04 0.03 0.05 Beta 

Thrombocytopenia 0.24 0.20 0.29 Beta 

Adverse event 

incidence subsq tx (%) 

Amivantamab 

    

Anemia 0.01 0.01 0.02 Beta 

Diarrhea 0.14 0.11 0.16 Beta 

Fatigue 0.01 0.01 0.01 Beta 

Febrile neutropenia 0.00 0.00 0.00 Beta 

Neutropenia 0.03 0.02 0.03 Beta 

Neutrophil count 

decreased 

0.00 0.00 0.00 Beta 

Rash 0.01 0.01 0.01 Beta 
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Thrombocytopenia 0.01 0.01 0.01 Beta 

Adverse event 

incidence subsq tx (%) 

TKI 

    

Anemia 0.00 0.00 0.00 Beta 

Diarrhea 0.62 0.55 0.83 Beta 

Fatigue 0.01 0.01 0.02 Beta 

Febrile neutropenia 0.00 0.00 0.00 Beta 

Neutropenia 0.00 0.00 0.00 Beta 

Neutrophil count 

decreased 

0.00 0.00 0.00 Beta 

Rash 0.05 0.05 0.07 Beta 

Thrombocytopenia 0.00 0.00 0.00 Beta 

Adverse event 

incidence subsq tx (%) 

IO combination 

    

Anemia 0.13 0.10 0.14 Beta 

Diarrhea 0.14 0.13 0.19 Beta 

Fatigue 0.02 0.01 0.02 Beta 

Febrile neutropenia 0.00 0.00 0.00 Beta 

Neutropenia 0.12 0.10 0.14 Beta 

Neutrophil count 

decreased 

0.00 0.00 0.00 Beta 

Rash 0.00 0.00 0.00 Beta 

Thrombocytopenia 0.08 0.06 0.09 Beta 
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Resource use 

calculation 

PROGRESSION FREE 

    

Oncology outpatient 

visit 

1.96 1.63 2.41 Gamma 

Clinical nurse specialist 1.68 1.63 2.41 Gamma 

GP surgery visit 0.00 0.00 0.00 Gamma 

Therapist visit 0.00 0.00 0.00 Gamma 

GP home visit 0.00 0.00 0.00 Gamma 

Community nurse 

home visit 

0.00 0.00 0.00 Gamma 

Chest radiography 0.00 0.00 0.00 Gamma 

CT scan (chest) 0.85 0.81 1.21 Gamma 

Electrocardiogram 0.00 0.00 0.00 Gamma 

Resource use 

calculation 

PROGRESSED DISEASE 

    

Oncology outpatient 

visit 

3.84 3.25 4.82 Gamma 

Clinical nurse specialist 3.66 3.25 4.82 Gamma 

GP surgery visit 0.00 0.00 0.00 Gamma 

Therapist visit 1.07 0.81 1.21 Gamma 

GP home visit 0.00 0.00 0.00 Gamma 

Community nurse 

home visit 

0.00 0.00 0.00 Gamma 

Chest radiography 0.00 0.00 0.00 Gamma 

CT scan (chest) 2.08 1.63 2.41 Gamma 
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Electrocardiogram 1.29 1.22 1.81 Gamma 

Patient time cost     

Hourly rate (DKK) 181.03 165.17 244.67 Gamma 

Hours per drug 

administration 

3.42 3.25 4.82 Gamma 

Travel cost     

Round trip (DKK) 107.48 80.22 118.83 Gamma 
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Appendix I. Literature searches 

for the clinical assessment N/A 
The clinical assessment was informed by the head-to-head study PAPILLON used in this 

application. Therefore, this appendix is not applicable. 
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Appendix J. Literature searches 

for health-related quality of life 

N/A 
The health-related quality of life data was informed by the head-to-head study PAPILLON 

used in this application. Therefore, this appendix is not applicable.  
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Appendix K. Literature searches for 

input to the health economic model 

N/A 
Inputs for the health economic model were sourced via targeted search in publicly 

available sources. Therefore, this appendix is not applicable.  
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Amivantamab 2,100 

mg 

≥ 80 kg 

patients: 

C3D1 until 

progression 

93.45%  No 5.61 53,728.74 0.00 0.00 15,395.18 15,395.18 

Pemetrexed 500 

mg/m2 

Until 

progression 

94.93%  No 2.00 1,104.98 320.93 320.93 320.93 320.93 

Carboplatin AUC 5† 4 cycles 97.96%  No 2.00 452.00 144.81 144.81 144.81 0.00 

Total Amivantamab + CP See Table 

81 

   32,536.85

  

11,156.11

  

13,726.11

  

13,581.30 

Total Amivantamab See Table 

81 

   32,071.11

  

10,690.37

  

13,260.37

  

13,260.37 

Total CP See Table 

82 

   465.74

  

465.74

  

465.74

  

320.93 

* No vial sharing (i.e. drug wastage) is assumed 

**Weekly costs are adjusted for dose skipping 

† An average dose per administration of 550 mg is assumed for carboplatin 

Abbreviations: AUC 5 = area under the concentration-time curve 5 mg/mL per minute; C = cycle; CP = carboplatin + pemetrexed; D = day; RDI = relative dose intensity 
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