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TROPION-Lung05: Datopotamab deruxtecan

Methods

. - . . . Study design
(Dato-DXd) in Asian patients with previously + TROPION-Lung05 (NCT04484142) is
a phase 2, multicenter, single-arm, Key inclusion criteria Treatment Endpoints?
tre ated n o n -s m a I I Ce I I I u n g Ca n ce r ( N S C LC) open_label study (Figure 1) * Adults with advanced/metastatic NSCLC * Previous treatment with: - ECOGPS=0o0r1 Dato-DXd 6 mg/kg Q3W Primary: Secondary:
. This i fh vsis of patient - Presence of actionable genomic alterations - >1 line of targeted therapy - Radiographic disease progression on/after p -~ ORRDYBICR - DoRbyBICR
. . - - IS'IS a pos Ocana ySIS O pa Ien S (eg EGFR, ALK, ROS1, NTRK, BRAF, e 1or?2 prior Cytotoxic agent_containing most recent treatment fOl' advanced/ * DCR by BICR
Wlth aCtI ona b I e g enomicC a Ite ratl ons enrolled from participating study sites MET exon 14 skipping, or RET) therapies including platinum-based metastatic disease Asian subpopulation, n=66 . PFfS by BICR
In Asia therapy in the metastatic setting Total study population, N=137 * Safety

aThe primary completion date will occur when all patients have had either a minimum of 9 months of follow up since first receiving Dato-DXd or have discontinued from the study.
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O b . @ Ctive . ORR 28 (42.4) 23 (48.9) 80~ Events, n (%) 52 (78.8) 35 (74.5) N
j Age, median (range), years 64 (34—77) 70 - Stomatitis
| o | | | | [95% CI] [30.3, 55.2] [34.1, 63.9] R
* To assess the efficacy and safety of Dato-DXd in Asian patients with previously treated advanced/metastatic Female, n (%) 38 (58) oR 2 (3.0) 2 (4.3) 2 60 - |
NSCLC with actionable genomic alterations | | » 50- Alopecia
Adenocarcinoma histology, n (%) 63 (96) PR 26 (39.4) 21 (44.7) o 40-
i - Constipation
Concl usions History of brain metastases, n (%)3? 30 (46) DoR, median (95% CI), months 4.4 (4.0, 14.0) 4.4 (4.0, 14.0) 30 Al patl
Brior I £ th (%) Non-CR/non-PD 2 (3.0) 2 (4.3) 201 EGFRm subset
. . . . . . . . rior iines o erapy, n - :
* |n Asian patients with heavily pretreated advanced/metastatic NSCLC and actionable genomic alterations, Py, A7 SD 23 (34.8) 16 (34.0) 18 O Censored Decreased appetite
Dato-DXd showed encouraging antitumor activity, with clinically meaningful overall responses Prior targeted therapy for indicated actionable T T T T T T 1T T T T T T T T T T T T 1
: IS : g : : ) : ° : P genomic alteration for adv/met disease 66 (100) NE® 2(3.0) 0 012345567 _8 9 1011 1213 14 15 16 1718 19 Rash
* The safety profile was manageable and consistent with prior studies of Dato-DXd in NSCLC | | DCR 53 (80.3) 41 (87.2) No. at risk Time (months)
: : : ” . Prior platinum chemotherapy 66 (100) | | 66 63 53 46 43 39 23 21 21 17 14 14 1110 9 9 4 1 1 0
 TEAEs were primarily grade 1 or 2, with stomatitis and nausea being the most frequently reported [95% Cle] (68.7, 89.1] [74.3, 95.2] Amylase increased
o _ _ | | | >3 lines of systemic therapy for adv/met disease 45 (68) 47 46 41 37 3532 19 18 18 14 121210 9 8 8 3 1 1 0
» Results in this Asian subpopulation of TROPION-Lung05 are consistent with the global populations of PD 11 (16.7) 6 (12.8) . Median PFS was 5.4 months in the overall Asian population and
: 22 i f h for indi ' | . ' . . . . i
TROPION-Lung05 and the phase 3 TROPION-Lung01 trial3 nes o argeted Mnerapy fof lcicated actionable 35 (53) +The 2-sdec 95% Cisare based on the Clopper-Pearson exact binomial method. Patiets were not evaluable 5.7 months in the subset of patients with EGFR mutations (Figure 4) ratigue " Grade 1
genomic alteration for adv/met disease . c .
due to a lack of adequate post-baseline tumor assessment (n=1) or due to SD occurring <5 weeks after the start S f t = Grade 2
_ _ _ of the study treatment (n=1). are y
Anti—PD-1/anti—PD-L1 immunotherapy 23 (39) '
. The ORR was 42.4% (48.9% in the subset of patients with EGFR Malaise Grada 23
aPatients with clinically inactive brain metast nd patients with treated brain metast who are no longer ' ' ' ' , I I :
sy;pe’)toriatic, rCequ(i:rae ?1/0 tarlgatr(ra\entawithi?r?ciss:tzs)idspoa]r :ntisconvulsZ?\tz, ancaj1 havg ?jc?)?/z?ed f?o?nia(;)io?he%(;py mUtat!OnS) and the DCR was 803% (87'20/0 ol patlents with EGFR 0 20 40 60
I ntrOd u cti o n may be included in the study. PPatients may have received 21 type of prior therapy. mutatlons) (Table 2) Patients, n (%) Dato-DXd (N=66) Patients (%)
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« Of 137 patients enrolled in TROPION-Lung05, 66 patients were enrolled  The median DoR was 4.4 months in the overall Asian population and TEAEs The most common TEAES were nausea (59.1%), stomatitis (56.1%)
o - i -di . in Asia and included in this analysis (Japan, n=32: South Korea, n=26: 4.4 months in the subset of patients with EGFR mutations ’ w U -170), It -170),
I?ato DXd IS an ADC Composed. of a TROPZ dlrectgd .Ig_G1 mAD covqlently Dato-DXd: Humanized Taiwan o, ysis (Jap p Any grade 66 (100) and alopecia (54.5%) (Figure 5)
linked to a highly potent cytotoxic topoisomerase | inhibitor payload via a anti-TROP2 IgG1 mAb | | Grade 23 24 (36.4) — The most common arade >3 TEAES were amvlase increased (10.6%
' ' ' 1 « At the time of data cutoff (December 14, 2022), 11 (16.7%) patients had J y ( )
plasma-stable, tumor-selective, tetrapeptide-based cleavable linker . . - IR 70) B Treatment-related 59 (89.4) stomatitis (6.1%), and anemia (4.5%)
treatment ongoing and 55 (83.3%) patients had discontinued from the
In the phase 3 TROPION-Lung01 study (NCT04656652), Dato-DXd &a study drug; primary cause of treatment discontinuation was disease Grade 23 17 (25.8)
showed promising efficacy in patients with advanced or metastatic NSCLC progression (PD + clinical progression; 72.7%) A No. of prior systemic ines of therapy Serious TEAEs
with or without actionable genomic alterations, significantly improving PFS R | * The _median study durat_ion was 15.7 (range, 9.7-20.5) months and the 140 - for advanced or metastatic disease Any grade 10 () AR (= ASE EEEEEELEE ulr
compared to docetaxel, with no new safety signals? median treatment duration was 5.7 (range, 0.7—20.0) months - o 138_ - 1o - >3 Grade =3 8 (12.1) e
, - Demographics and baseline characteristics are shown in Table 1 = - Treatment-related 3 (4.9) "~
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platinum-based chemotherapy o -100- Patients : | Adjudicated 2 1 1 2
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MET exon 14 Sklppmg: 5% B Treatment-related 0 aAESIs listed include all preferred terms defined by the medical concept. PThere were no cases of grade 4-5 AESiIs.
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EGFR mutationd CR Ongoing . > - 0 o € overall Incilaence or oral mucosits/stomatitis was nig 0), OU
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