
Patients, n (%)

With BL brain mets Without BL brain mets

Dato-DXd 
(n=43)

Docetaxel 
(n=41)

Dato-DXd 
(n=191)

Docetaxel 
(n=193)

New lesions 13 (30) 10 (24) 44 (23) 60 (31)

Brain 1 (2) 4 (10) 4 (2) 10 (5)

Non-brain 10 (23) 5 (12) 38 (20) 47 (24)

Brain and non-braina 2 (5) 1 (2) 2 (1) 3 (2)
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Dato-DXd vs docetaxel in patients with 
advanced nonsquamous non-small cell 
lung cancer with brain metastases: 
results from TROPION-Lung01

Objective
• Analyze the safety and systemic efficacy of Dato-DXd in patients with advanced NSQ NSCLC from 

the TROPION-Lung01 trial (NCT04656652) by baseline brain metastases (mets) status

Conclusions
• In patients receiving Dato-DXd, trends towards improved systemic efficacy were observed vs 

docetaxel in patients with and without baseline brain mets
• Dato-DXd had a manageable safety profile regardless of baseline brain mets status
• Trials examining the intracranial activity of Dato-DXd are ongoing in patients with breast cancer 

(TUXEDO-2; NCT05866432 and DATO-BASE; NCT06176261)1

• Further investigation into the intracranial activity of Dato-DXd in patients with brain mets is 
warranted

Background
• Dato-DXd is a TROP2-directed ADC, composed of an anti-TROP2 mAb covalently 

linked to a highly potent, membrane permeable, topoisomerase I inhibitor payload, via a 
plasma-stable, tumor-selective, tetrapeptide-based cleavable linker2,3

• In patients with advanced NSCLC, there is a high prevalence of brain mets, particularly 
in those with certain actionable genomic alterations, indicative of poor prognosis4

• In TROPION-Lung05 (NCT04484142), Dato-DXd showed intracranial antitumor activity in 
patients with heavily pretreated advanced NSCLC with baseline brain mets5 

• Two other DXd ADCs, trastuzumab deruxtecan and patritumab deruxtecan, have also 
shown intracranial antitumor activity in NSCLC6,7

• In the phase 3 TROPION-Lung01 trial, Dato-DXd demonstrated a statistically significant 
improvement in PFS and a numerical improvement in OS vs docetaxel in patients with 
previously treated advanced NSCLC; efficacy was driven by patients with NSQ histology8

• In the NSQ population, median PFS was 5.5 months and 3.6 months and median OS was 
14.6 months and 12.3 months for those who received Dato-DXd and docetaxel, respectively8

• Here we report a post hoc analysis of the safety and systemic efficacy of Dato-DXd in 
patients with NSQ NSCLC from TROPION-Lung01, by brain mets status at study entry

Methods
• TROPION-Lung01 is a phase 3, 

multicenter, randomized, open-label 
study evaluating Dato-DXd vs 
docetaxel in patients with previously 
treated advanced NSCLC with or without 
actionable genomic alterations8

• A brain scan was required for all patients 
at baseline. Patients with baseline brain 
mets were required to have brain scans 
every 6 weeks; regular brain scans were 
not required for patients without baseline 
brain mets

• In this exploratory analysis, systemic 
ORR, DCR, and PFS by BICR per 
RECIST v1.1, OS, and safety results 
were determined in patients with NSQ 
histology with and without baseline 
brain mets

Plain language summary
Why did we perform this research? 
Brain metastases (mets) are relatively common in patients with non-small cell lung cancer 
(NSCLC) that has spread to other parts of the body. Patients with brain mets may not live as 
long as those without. Datopotamab deruxtecan (Dato-DXd) is an antibody–drug conjugate 
(ADC), which consists of an antibody (datopotamab) which binds to TROP2 to deliver an 
anticancer drug (deruxtecan) to tumor cells. In a separate trial called TROPION-Lung05 
(NCT04484142), Dato-DXd showed intracranial anticancer activity in patients with NSCLC 
and brain mets, who had previously received other treatments for NSCLC.
How did we perform this research?
Patients with NSCLC that has spread to other parts of the body and cannot be completely 
removed with surgery, who had previously received other treatments for NSCLC were 
included in TROPION-Lung01. This analysis focused on the group of patients who had a type 
of NSCLC called nonsquamous (NSQ) NSCLC. The safety and activity of Dato-DXd 
compared with docetaxel was analyzed in patients with or without brain mets at baseline.
What were the findings of this research? 
Patients with NSQ NSCLC who received Dato-DXd tended to survive longer after the start of 
treatment without their tumors getting worse (progression free survival), and to live longer 
(overall survival), compared with those who received docetaxel, regardless of whether they 
had brain mets at baseline. The safety of Dato-DXd was manageable in patients with NSQ 
NSCLC with and without baseline brain mets.
What are the implications of this research? 
The findings suggest that Dato-DXd can benefit patients with advanced NSQ NSCLC with or 
without brain mets.
Where can I access more information?
For more information about the TROPION-Lung01 study, please visit 
https://clinicaltrials.gov/study/NCT04656652.
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Results
Demographics and baseline characteristics 

TRAEs,a n (%)

With BL brain mets Without BL brain mets

Dato-DXd 
(n=43)

Docetaxel 
(n=37)

Dato-DXd 
(n=189)

Docetaxel 
(n=184)

Any grade 37 (86) 31 (84) 168 (89) 164 (89)
Grade ≥3 3 (7) 10 (27) 48 (25) 80 (43)

Associated with
Dose reduction 5 (12) 7 (19) 44 (23) 59 (32)
Treatment interruption 4 (9) 4 (11) 34 (18) 20 (11)
Treatment discontinuation 3 (7) 5 (14) 17 (9) 22 (12)
Death 0 1 (3) 1 (1) 1 (1)

Serious TRAEs 1 (2) 3 (8) 18 (10) 22 (12)
Grade ≥3 1 (2) 3 (8) 14 (7) 20 (11)

Characteristic

With BL brain mets Without BL brain mets

Dato-DXd 
(n=43)

Docetaxel 
(n=41)

Dato-DXd 
(n=191)

Docetaxel 
(n=193)

Age, median (range), 
years 61 (26–81) 58 (34–74) 64 (33–81) 64 (24–88)

Male, n (%) 27 (63) 28 (68) 107 (56) 122 (63)
Race, n (%)

Asian 17 (40) 14 (34) 75 (39) 82 (42)
White 17 (40) 20 (49) 79 (41) 70 (36)
Black or African American 0 1 (2) 4 (2) 2 (1)
Other 8 (19) 5 (12) 28 (15) 34 (18)
Missing 1 (2) 1 (2) 5 (3) 5 (3)

ECOG PS,a n (%)
0 15 (35) 10 (24) 60 (31) 64 (33)
1 28 (65) 31 (76) 131 (69) 129 (67)

Smoking status
Never 9 (21) 8 (20) 48 (25) 40 (21)
Former 28 (65) 25 (61) 125 (65) 126 (65)
Current 6 (14) 8 (20) 18 (9) 25 (13)
Missing 0 0 0 2 (1)

Actionable genomic 
alterations, n (%) 14 (33) 16 (39) 34 (18) 34 (18)

Liver mets at study entry,b 
n (%) 13 (30) 7 (17) 42 (22) 28 (15)

Time from diagnosis to 
randomization, 
median (range), months

10.4 
(3.0–66.9)

20.5 
(2.0–73.1)

17.4 
(3.1–175.9)

16.7 
(2.3–104.0)

Safety summary
Confirmed responsea

With BL brain mets Without BL brain mets

Dato-DXd 
(n=43)

Docetaxel 
(n=41)

Dato-DXd 
(n=191)

Docetaxel 
(n=193)

ORR,b n (%) [95% CI]c 13 (30) 
[17–46]

5 (12) 
[4–26]

60 (31) 
[25–39]

25 (13) 
[9–19]

CR 0 0 4 (2) 0
PR 13 (30) 5 (12) 56 (29) 25 (13)
SD 23 (53) 14 (34) 90 (47) 96 (50)
Non-CR/Non-PD 0 0 2 (1) 3 (2)
PD 4 (9) 9 (22) 27 (14) 44 (23)
NE 3 (7) 13 (32) 12 (6) 25 (13)

DOR,d median [95% CI],e 
months

NE 
[2.8–NE]

5.6 
[2.1–NE]

7.7 
[5.6–11.1]

5.6 
[4.3–10.4]

≥6 months, n (%) 4 (31) 1 (20) 27 (45) 6 (24)
≥9 months, n (%) 1 (8) 0 16 (27) 2 (8)

DCR,f n (%) [95% CI]c 36 (84) 
[69–93]

19 (46) 
[31–63]

152 (80) 
[73–85]

124 (64) 
[57–71]

Systemic efficacy by brain mets status at baseline

Systemic PFS by brain mets status at baseline Best change in sum of diameters from baseline

OS by brain mets status at baseline

Please scan this quick response (QR) code with your smartphone camera or app to obtain a 
copy of these materials. Alternatively, please click on the link below.
https://bit.ly/DS_ESMO24 
Copies of this poster obtained through this QR code are for personal use only and may not be 
reproduced without permission from the authors of this poster.
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ADC, antibody–drug conjugate; BICR, blinded independent central review; BL, baseline; CI, confidence 
interval; CR, complete response; CRF, case report form; CT, chemotherapy; Dato-DXd, datopotamab 
deruxtecan; DCR, disease control rate; DOR, duration of response; ECOG PS, Eastern Cooperative 
Oncology Group performance status; KM, Kaplan-Meier; mAb, monoclonal antibody; mets, metastases; 
n, number; NE, non-evaluable; NSCLC, non-small cell lung cancer; NSQ, nonsquamous; ORR, objective 
response rate; OS, overall survival; PD, progressive disease; PD-(L)1, programmed death-(ligand) 1; 
PFS, progression-free survival; PR, partial response; Q3W, every 3 weeks; R, randomized; RECIST v1.1, 
Response Evaluation Criteria in Solid Tumors version 1.1; SD, stable disease; SOD, sum of diameters; 
TRAE, treatment-related adverse event; TROP2, trophoblast cell surface antigen 2; vs, versus.

Abbreviations

Randomization stratified by: histology,i actionable genomic alteration(s),j anti–PD-(L)1 mAb included in most recent prior therapy, geographyk

Dato-DXd
6 mg/kg Q3W

(N=299)

Key eligibility criteria
• NSCLC (stage IIIB, IIIC, or IV)

• ECOG PS 0–1 

• No prior docetaxel 

• Patients with clinically stable brain metsa could be included
Without actionable genomic alterationsb

• 1–2 prior lines of therapy, including platinum-based CT and 
anti–PD-(L)1 mAb therapy

With actionable genomic alterations
• 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

R 1:1

Docetaxel
75 mg/m2 Q3W

(N=305)

Dual primary endpoints
• PFS by BICRc,d,e

• OSd,f

Secondary endpoints
• ORR by BICRc,e

• DOR by BICRc,e

• Safetye,g

This analysis includes 
• Systemic efficacy and safety 

in patients with NSQ 
histologyh by BL brain mets 
status: 

• With brain mets (N=84)
• Dato-DXd (n=43)
• Docetaxel (n=41)

• Without brain mets (N=384)
• Dato-DXd (n=191)
• Docetaxel (n=193)

aClinically stable defined as asymptomatic, previously treated, or untreated. bPatients with KRAS mutations in the absence of known actionable genomic alterations are eligible; must meet prior therapy 
requirements for patients without actionable genomic alterations. cEvaluated per RECIST v1.1. dPFS and OS by histology were prespecified subgroup analyses. eData cutoff: March 29, 2023. fData 
cutoff: March 01, 2024. gSafety analyses by histology were post hoc. hCRF derived. iSquamous vs NSQ. jPresence vs absence. kUnited States/Japan/Western Europe vs rest of world.

Patients with NSQ histology. Percentages may not add up to 100 due to rounding. aECOG PS at screening. bBrain and liver mets 
identified by BICR.

Patients with NSQ histology. Data cutoff: March 29, 2023. aPercentage incidences are calculated using the number of patients 
included in the Safety Analysis Set in the subgroup columns.

Patients with NSQ histology. Data cutoff: March 29, 2023. aConfirmed responses require at least two determinations of responses ≥4 
weeks apart before progression. bCR + PR. cThe 2-sided 95% CIs are based on the Clopper-Pearson exact binomial method. dBased 
on the KM method. eThe 2-sided 95% CIs are computed using the Brookmeyer-Crowley method. fCR + PR + SD + non-CR/non-PD.

Patterns of relapse by brain mets status at baseline

Patients with NSQ histology. aIncludes patients with multiple lesions including brain lesions.

With BL brain mets Without BL brain mets

With BL brain mets Without BL brain mets

With BL brain mets Without BL brain mets
Dato-DXd

Docetaxel

Elvire Pons-Tostivint reports advisory board, personal funding from AstraZeneca, BMS, Daiichi Sankyo, Roche, 
Sanofi and Takeda, and institutional funding from Amgen, AstraZeneca, BMS, Daiichi Sankyo, PDC line, Sanofi 
and Takeda.
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Dato-DXd Docetaxel

Median OS, 
mo (95% CI)

12.9
(8.6–15.9)

8.9
(4.5–17.2)

HR (95% CI) 0.94 (0.56–1.57)

Patients with NSQ histology. Data cutoff: March 29, 2023.

Patients with NSQ histology. Data cutoff: March 01, 2024.

Patients with NSQ histology. Data cutoff: March 29, 2023.

Dato-DXd Docetaxel

Median systemic 
PFS, mo (95% CI)

4.9
(2.9–5.9)

3.6
(1.5–4.6)

HR (95% CI) 0.59 (0.35–1.00)

Dato-DXd Docetaxel

Median systemic 
PFS, mo (95% CI)

5.7
(4.3–7.9)

3.7
(2.8–4.3)

HR (95% CI) 0.64 (0.50–0.81)

Dato-DXd Docetaxel

Median OS, 
mo (95% CI)

14.8
(12.7–17.0)

12.6
(10.9–14.2)

HR (95% CI) 0.82 (0.65–1.05)
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