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e Two PROs are presented here: EORTC QLQ-LC13 (a 13-item lung cancer—specific module e CFB analyzed by MMRMs and TTD is presented here
administered in conjunction with the EORTC QLQ-C30, covering additional symptoms), EORTC
QLQ-C30 (a 30-item generic cancer scale, covering GHS/QoL, functional scales, and symptom
scales). All scales are scored 0—100

Background

e Dato-DXd is a TROP2-directed ADC that delivers a
potent topoisomerase | inhibitor payload

Randomized, phase 3, open-label, global study (NCT04656652)

Effects of datopotamab deruxtecan (Dato-DXd) vs
docetaxel on patient-reported outcomes (PROs) in

e MMRMs are fitted with CFB as the response variable, and baseline value,
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treatment, visit, and treatment by visit interaction as covariates, with subject ID oy &g bllty crieria

The analysis presented here
* NSCLC (stage IlIB, IlIC, or IV)

e In the phase 3 TROPION-LungO01 trial, Dato-DXd

" " . . . . . d includes patients with PROs:
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e For the EORTC QLQ-C30 GHS/QoL and functional scales, higher scores indicate higher
functionality, or better outcomes. For all scales of the EORTC QLQ-LC13 and the symptom and
financial difficulties scales of the EORTC QLQ-C30, higher scores indicate higher symptom
severity, or worse outcomes

* Positive for EGFR, ALK, NTRK, BRAF, ROS1,
MET exon 14 skipping, and/or RET

» 1-2 prior approved targeted therapies +
platinum-based CT, and <1 anti—-PD-(L)1 mAb

o period
e To complement these clinical data, health-related QoL

data were collected to understand the impact of disease
and treatment tolerability of Dato-DXd from the
patient perspective
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e The EORTC-QLQ-LC13 was assessed at screening and at every 3-week cycle

until EOT Data cutoff: March 1, 2024

e The EORTC-QLQ-C30 was assessed at screening and at every 3-week cycle up to
cycle 5, followed by assessment at every odd cycle up to EOT

e This poster focuses on the NSQ and NSQ with AGA populations. A total of 468 patients were Stratified by: histology,” AGA(s),® anti—PD-(L)1 mAb included in most recent prior therapy, geography?

¢ PROs in the NSQ population from TROPION-Lung01 were enrolled in the NSQ population, with 98 of those included in the NSQ with AGA population

aPatients with KRAS mutations in the absence of known AGAs are eligible; must meet prior therapy requirements for patients without AGAs. PSquamous vs NSQ.
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Objective

e Evaluate PRO endpoints for Dato-DXd compared with those for docetaxel in patients with NSQ
NSCLC in TROPION-LUNGO1

Conclusions

e Dato-DXd was associated with a favorable trend for Dato-DXd compared with docetaxel in the NSQ
population on most EORTC-QLQ-LC13 and EORTC-QLQ-C30 scores, including all functioning
scales, pain, peripheral neuropathy and dyspnea, as measured by LS means difference of CFB
and TTD

e Docetaxel compared favorably to Dato-DXd in constipation and nausea/vomiting as measured by
LS means difference of CFB and TTD

e These data further support the clinical observations seen in favor of Dato-DXd in PFS, OS, objective
response rate and safety in the treatment of advanced or metastatic NSQ NSCLC

analyzed (Figure 1)

Results
NSQ

e Compliance rates for both EORTC QLQ-LC13 and EORTC QLQ-C30 were high at baseline for both treatment groups (>90%) and decreased over time up to cycle 17

(66.0—85.8%)

e Scores were similar at baseline between treatment groups for all scales of the EORTC QLQ-LC13 and EORTC QLQ-C30, and were consistent with values typically seen
in this patient population?

e Results based on LS means difference of CFB (Figure 2) suggest:

e Favorable estimates across scores on both the EORTC QLQ-LC13 and EORTC QLQ-C30 scales on all functioning scales, as well as symptom scales such
as pain, dyspnea, insomnia and peripheral neuropathy and unfavorable estimate for nausea/vomiting and constipation (Figure 2)

e Results based on HR of TTD (Figure 3) suggest:

e Areduced risk of clinically meaningful deterioration in dyspnea (overall and when rested), peripheral neuropathy, and pain in arm or shoulder compared
with docetaxel as measured by the EORTC QLQ-LC13

e No difference was seen between treatment groups in the secondary PRO endpoint of TTD in any of the chest pain, cough, and dyspnea symptoms

e Areduced risk of clinically meaningful deterioration in physical functioning, social functioning, pain, and diarrhea for Dato-DXd compared with docetaxel,
as measured by the EORTC QLQ-C30

e An increased risk of clinically meaningful deterioration in constipation and nausea/vomiting with Dato-DXd compared with docetaxel

LS Means Difference (95% CI)

HR (95% Cl)

NSQ with AGA

°Presence vs absence. United States/Japan/Western Europe vs rest of world.

e The overall compliance rate for both EORTC QLQ-C30 and EORTC QLQ-LC13 was high at baseline for both treatment groups (292%), and remained >70% through
cycle 7, when the sample size dropped below 10 patients in the docetaxel treatment group

e Baseline mean scores were similar between Dato-DXd and docetaxel treatment groups for all scales of the EORTC QLQ-C30 and EORTC QLQ-LC13

e Despite a smaller sample size, similar trends were observed in the NSQ AGA population compared with the NSQ population, favoring Dato-DXd, both in CFB

(Figure 4) and TTD (Figure 5) analyses:

e LS means difference of CFB (Figure 4) suggests favorable estimates for Dato-DXd over docetaxel in the general health measure, physical functioning,
and role functioning scores. Other scores showed similar trends to those of the NSQ population (Figure 4)

e HR in TTD suggest no difference between treatment groups in the secondary PRO endpoint of TTD in combined chest pain, cough and dyspnea symptoms

e Patients receiving Dato-DXd reported a reduced risk of deterioration in key scales, including physical functioning, pain, dyspnea when rested and dyspnea
composite, and peripheral neuropathy compared with docetaxel (Figure 4)

e TTD in role functioning was associated with a lower risk of deterioration for Dato-DXd compared with docetaxel (Figure 5)
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HR (95% ClI)
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ADC, antibody—drug conjugate; AGA, actionable genomic alteration; C30, Cancer 30; CFB, change from baseline; CT, chemotherapy; Dato-DXd, datopotamab
deruxtecan; ECOG PS, Easter Cooperative Oncology Group performance status; EORTC QLQ, European Organisation for Research and Treatment of Cancer Quality
of Life Questionnaire; EOT, end of treatment; GHS, general health score; LC13, Lung Cancer 13; LS, least squares; mAb, monoclonal antibody; MMRM, mixed model
repeat measure; NSCLC, non-small cell lung cancer; NSQ, nonsquamous; PD-(L)1, programmed cell death-(ligand) 1; PFS, progression-free survival; PRO, patient-
reported outcome; Q3W, every 3 weeks; QoL, quality of life; R, randomized; TTD, time to deterioration.
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