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Objective Plain language summary

Why did we perform this research?

To quantify costs of managing grade =3 adverse events (AEs) associated with Dato-
DXd and docetaxel-containing regimens in advanced or metastatic NSCLC.

How did we perform this research?

We retrieved AE incidences from randomised controlled trials (RCTs) and
associated costs using International Classification of Diseases (ICD) codes and
Diagnosis-Related Group (DRG) costs.

What were the findings of this research?

« Grade =23 TEAEs of docetaxel-containing regimens incur significant costs to
healthcare systems across Europe and USA ..

« Comparative analyses reveal that pending approval, Dato-DXd’'s more favourable
safety profile would offer reduced toxicity burden on patients with a/m
nonsquamous NSCLC and reduced economic burden on healthcare systems.

What are the implications of this research?

Health care providers, policy makers, and researchers can be informed of the
economic burden associated with TEAESs in advanced and NSCLC setting.

The aim of this study was to quantify costs of managing grade =3 treatment-emergent adverse events (TEAES)

associated with datopotamab deruxtecan (Dato-DXd), docetaxel (Doce), and docetaxel-containing regimens in
patients with advanced or metastatic (a/m) non-squamous non-small cell lung cancer (NSCLC) whose cancer has
progressed following prior treatment, from a France, Italy, Spain, UK, and USA healthcare system perspective.

Conclusions

« Grade 23 TEAESs of docetaxel-containing regimens incur significant costs to healthcare systems across
Europe and USA.

« Haematological toxicities are significant contributors to the total per patient cost.

« Despite the inherent limitations associated with conducting a cost analysis of AE management, sensitivity
analyses consistently demonstrate a positive trend favouring Dato-DXd across trial datasets and countries.

« Pending approval, Dato-DXd’s more favourable safety profile would offer reduced toxicity burden on patients
with a/m nonsquamous NSCLC and reduced economic burden on healthcare systems.

Introduction

« Patients with a/m NSCLC whose tumours progress after platinum-based chemotherapy and either immunotherapy or targeted treatment are often treated with docetaxel-containing regimens,

despite the unfavourable safety profile and limited efficacy profile of these treatments.

« TROPION-LungO1 trial (NCT04656652) is a global, multicentre, randomized, open-label phase Il trial evaluating the efficacy and safety of Dato-DXd versus Doce in patients with previously treated
a/m NSCLC with or without actionable genomic alterations (AGA)!. A pre-specified subgroup analysis for nonsqguamous histology showed that Dato-DXd had fewer grade =3 treatment-related
adverse events (TRAES), dose reductions, and discontinuations in comparison to Doce?.

Scenario analysis results
« Scenario 1: After applying AE-specific hospitalisation rates derived from literature, the total per

® ® ® |[ncidences of TEAEs were identified from TROPION-Lung013 (Dato-DXd vs. Doce),
LUME-Lung014 (nintedanib plus docetaxel [NIN+Doce] vs. Doce) and REVEL?®

(ramucirumab plus docetaxel [RAM+Doce] vs. Doce). .
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Validation of codes and treatment assumptions with clinical experts

patient costs for managing AEs decreased across all five counties compared to the base case.

Scenario 2: Results followed the same trend as Iin the base case.

Scenario 3: Ocular surface toxicity and interstitial lung disease/pneumonitis were included.
Compared to base case, the additional incidence estimates reduced relative differences in total

per patient costs for Dato-DXd vs. comparators.

« Scenario 4: The same pattern as Scenario 1 but with higher total cost due to inclusion of AESIs.
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Calculation of unit cost per AE by weighted average inpatient and outpatient cost.
And calculation of cost per patient by multiplying the AE incidence with unit cost.™ Relative Relative Relative
Cost Cost . ; .
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 Total grade 23 TEAE incidence and costs were lowest for Dato-DXd in all five countries, followed UK £625 £1,073 1.71 £2,459 3.93 £3,449 5.51
by Doce, NIN+Doce, and RAM+Doce (Figure 1) US $3,629 36,447 1.78 - - $20,124 5.55
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Figure 2. Similar patterns were also observed in the other four countries. UK £o57 £712 5 78 £1.644 6.41 £2 828 11.02
* The relative cost of comparators vs Dato-DXd is shown in Figure 3. us $1560 $2.145 1.37 _ _ $6,896 4 42
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$10,000 « Compared with Dato-DXd, Doce increased odds of grade =23 TEAEs by 81% (OR [95% CI] = 1.81
. 795 5963 [1.25, 2.64]), NIN+DOC by 164% (OR [95% CI] = 2.64 [1.59, 4.41]), and RAM+DOC by 183% (OR
572
€ 500 I e 2844 [95% CI] = 2.83 [1.76, 4.58]) (Figure 4)
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